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(54) ntie: SUBSTITUTED THIAZOLES FOR THE TOEATMENT OF INFLAMMATION 
(57) Abstract 

A class of substituted thiazolyl compounds is described for use in treating 
inflammation and irdlairmiation-related disorders. Qmipounds of particular 
interest are defined by Formula (II). wherein R^ is selected from alkyl and amino, 
wherein R^ is selected from aryl. cycloalkyl. cydoaikenyl and heterocyclic; 
wherein R^ is opticmally substituted at a substitutable position with one or more 
radicals selected from halo, alkylthio. alkylsulfinyl. alkylsulfonyl. haloalkylsulfonyl. aminosulfonyl. alkyl, alkenyl. alkynyl, cyano, carboxyl, 
carboxyalkyl. alkoxycarbonyl, aminocaibonyl, acyl. N-alkylaminocaibonyl. N-aiylaminocarbonyl. NJ*-dialkylaminocarbonyl, N-alkyl-N- 
arylaimnocarbonyl. haloalkyU hydroxyl. alkoxy. hydroxyall^l. haloalkoxy. amino. N-alkylamino, NJ^-dialkytamino. heterocyclic and nitro; 
and whereb R^ is selected from halo, amino, alkoxy. nitro, hydroxyl. aminocaibonyl. acyl. alkylaminocaibonyl. aiylaminocarbonyl. alkenyl. 
alkynyU haloalkoxy. alkylamino. arylamino. aralkylamino, aUcoxycaibonylalkyl all^laminoalkyl, heterocycloalkyl, aialkyl. cyanoalkyl. N- 
alkylsulfonylamino. heteroarylsulfonylalkyl, beteroarylsulfonylhaloalkyl. aryloxyalkyl. aralkylo^kyl, aiyl and beterocyclo, wherein the 
aiyl and heterocyclo radicals are q>tionally substituted at a substitutable position with one or more radicals selected from halo, alkyl. 
alkoxy, alkylthio. alkylsulfinyl. haloalkyl. haloalkoxy. carboxyalkyl. alkoxycaibonyl, aminocaibonyl. amino, acyl and alkylamino; or a 
pharmaceutically-acceptable salt thereof. 








FOR THE PUItPOSES OF INFORMATION ONLY 






Codes used to identify States paity to the PCT on fiont pa^ of pamphlets iwblishins intematiattal 


applications under the PCX. 










AT 


Aioiria 


GB 


United Kintdom 


MR 


Mauritania 


AU 


AttitnUa 


GB 


Oeocfia 


MW 


Malawi 


BB 


BatadM 


GN 


Guinea 


NB 


Niter 


BE 


Bdgnnn 


GR 


Greece 


NL 


Nctheriands 


BF 


Boftdiu Paso 


HU 


Hungary 


NO 


Norway 


BG 


Bttlgcrii 


IE 


beland 


NZ 


New Zealand 


fij 


Bttiin 


IT 


Italy 


PL 


PoUnd 


BR 


Biuil 


JP 


Japan 


PT 


Pocti^gal 


BY 


Belmn 


KE 


Kenya 


RO 


Romania 


CA 


Canada 


KG 


Kyifyttaa 


RU 


Rotfiin Fedentioo 


CF 


Cetmal AfHcan Republic 


KP 


Democratic People'a Republic 


SD 


Sudan 


CG 


COQgO 




of Kona 


SE 


Sweden 


CH 


Swuttrianrt 


KK 


Republic of Korea 


SI 


Slovenia 


a 


Cflced'ivofR 


KZ 


KazaUotm 


SK 


Slovakia 


CM 


Ctamoon 


U 


LiodiBdistdii 


SN 


Senegal 


CN 


Chba 


LK 


Sri taidca 


TD 


Chad 


cs 


Czechoslovikia 


LU 


Luxcmboois 


TG 


To|0 


cz 


Czech Rqnblic 


LV 


Latvia 


TJ 


T^pkiitaD 


DE 


Oenuaiiy 


MC 


Monaco 


TT 


Trinidad and Tob^ 


DK 


Denniik 


MD 


Republic of Moldova 


UA 


Ufaiine 


ES 
Fl 


Spam 


MG 


MadagaMv 


US 


United Staea of America 


Rflland 


ML 


MiU 


UZ 


Uzbekiitn 


FR 


Pranoe 


MN 


MoosoUa 


VN 


VietNon 


GA 


GaboD 









wo 96/03392 



PCT/US95/a9444 



1 

SUBSTITUTED THZAZOZiBS FOR THE TREATMENT OF 

INPLAMUATZON 

FIELD OF THE INVENTION 

5 

This invention is in the field of antiinflammatory 
pharmaceutical agents and specifically relates to 
compounds, compositions and methods for treating 
inflammation and inflammation-associated disorders, such 
10 as arthritis. 



BACKGROUND OF THE INVENTION 



Prostaglandins play a major role in the 
15 inf lamonnation process and the inhibition of prostaglandin 
production, especially production of PGG2/ PGH2 and PGE2, 
has been a common target of antiinflammatory drug 
discovery. However, common non-steroidal 
antiinflammatory drugs (NSAIDs) that are active in 
20 reducing the prostaglandin-induced pain and swelling 

associated with the inflammation process are also active 
in affecting other prostaglandin-regulated processes not 
associated with the inflammation process. Thus, use of 
high doses of most common NSAIDs can produce severe side 
25 effects, including life threatening ulcers, that limit 
their therapeutic potential. An alternative to NSAIDs 
is the use of corticosteroids, which have even more 
drastic side effects, especially when long term therapy 
is involved. 

30 Previous NSAIDs have been found to prevent the 

production of prostaglandins by inhibiting enzymes in 
the human arachidonic acid/prostaglandin pathway, 
including the enzyme cyclooscygenase (COX) . The recent 
discovery of an inducible enzyme associated with 

35 inflammation (named "cyclooxygenase-2 (COX-2)'' or 
"prostaglandin G/H synthase II") provides a viable 
target of inhibition which more effectively reduces 
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inflammation and produces fewer and less drastic side 
ef fects- 

The references below that disclose antiinflammatory 
activity, show continuing efforts to find a safe and 
5 effective antiinflammatory agent. The novel thiazoles 
disclosed herein are such safe and also effective 
antiinflammatory agents furthering such efforts. The 
invention conpounds are found to show usefulness in vivo 
as antiinflammatory agents with minimal side effects. 

10 The substituted thiazoles disclosed herein preferably 
selectively inhibit cyclooxygenase-2 over 
cyclooxygenase-1 • 

U.S. Patent No. 5,232,921 to Biziere et al. 
describes 2-alkylaminothia2oles as having an affinity 

15 for muscarinic cholinergic receptors. 

PCT application WO 93/15071, published Aug. 5, 
1993, describes 4- (2-pyric^l) thiazole derivatives as 
inhibiting gastric acid secretion. Specifically, 2- 
(phenylmethyl) -4- (2-pyridyl) -5- (2-methylphenyl) thiazole 

20 is described. U.S. Patent No. 4,612,321 to S. Terao and 
Y. Maki describes 5-pyridylthiazole derivatives, and 
specifically 5-pyrid/l-4- (4-metho3Q^henyl) -2- 
thiei^lthiazole, as having antiinflammatory activity. 
U.S. Patent No. 4,659,726 to Yoshino et al., 

25 describes 4 , 5 -bis (4-methoxyphenyl ) -2- (2- 

pyrrolyl) thiazoles as being effective as platelet 
aggregation inhibitors* U.S. Patent No. 5,217,971 to 
Takasugi et al. describes 4, 5 -diphenyl thiazole 
compounds as having antiinflammatory properties, and 

30 specifically 4, 5-bis (4-methoxyphenyl) -2- {4- 
pyridyl) thiazole. 

U.S. Patent No. 4,168,315 to R. Rynbrandt and E. 
Nishizawa describes 4, 5-diphenylthiazole derivatives as 
being blood platelet agglutination inhibitors. U.S. 

35 Patent No. 4,322,428 to K. Matsumoto and P. Ho, 
d scribe 2- (4-halophenyl) -4, 5-bis (4- 

metho^QTphenyl) thiazoles as being antiinflammatory. U.S. 
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Patent No. 4,451,471 to P. Ferrini and R. Goschke 
describes 2-thio-4,5,diarylthiazole derivatives as 
having antiinflammatory activity. 4,5-Bis(4- 
methoxyphenyl) thiazole is described as a synthetic 
5 intermediate. PCT application WO 87/6429, published 
Nov. 5, 1987, describes thienylthiazole confounds, and 
specifically 4- (4-chlorophenyl) -2- (5-chloro-2-thienyl) - 
5- { 4 -methylphenyl) thiazole, as having insecticidal 
utility. 

10 U.S. Patent No. 4,051,250 to Dahm et al . describes 

4, 5 -diaryl thiazole compounds as being antiinflammatory. 
Specifically, 2-chloro-4- (4-chlorophenyl) -5- (4- 
methylmercaptophenyl) thiazole is described as a 
synthetic intermediate. European Application EP 

15 592,664, published April 20, 1994, describes 4,5- 

diphenylthiazoles as having antiinflammatory activity, 
and specifically 4- [4- (methylsulfonyloxy)phenyl] -5- 
phenyl-2- (bis (N-metl^lsulfonyl) amino] thiazole. Seko et 
al. [Chem. Pharm, Bull., 39, 651 (1991)] describe the 

20 platelet aggregation and cyclooxygenase inhibitory 

activity of 4,5-diphenylthiazoles, and specifically of 
4, 5-bis (4-metl:ylthiophenyl) -2- (1, 5-dimetl:^l-2- 
pyrrolyl) thiazole. Japanese application 4,244,073 
describes thiazole compounds for the treatment of 

25 thrombosis . 

PCT application, WO 95/00501, published January 5, 
1995, describes substituted thiazoles as 
antiinflammatories. Japanese application JP 4,173,782 
describes 2 -haloalkylsulf onamide-4 , 5-diphenyl thiazole 

30 derivatives as having antiinflammatory activity. 

U.S. Patent No. 4,632,930 to D. Carini and R. 
Wexler describes alkylaryl thiazole derivatives, and 
specifically 5-phenyl-4- (methylsulfonylphenyl) - 
a, a -bis (trif luoromethyl) thiazole-2-methanol, as 

35 having antihypertensive properties. 
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DESCRIPTION OF TBB INVENTION 



10 



15 



20 



25 



30 



A class o£ substituted thiazolyl compounds useful 
in treating inflammation and inflammation-related 
disorders is defined by Formula I: 



wherein is selected from tydrido, halo, amino, 
alkoxy, cyano, nitro, hydroxyl, aminocarbony 1 , acyl, 
alkylaminocarbonyl, ary laminocarbonyl , alkyl, alkenyl, 
alkynyl, haloalkyl, haloalkoxy, alkylamino, arylamino, 
aralkylamino, carbojQ^l, carboxyalkyl , alkoxycarbony 1 , 
alkoxycarbonylalicyl , al)Q^laminoal)Q^l , 
heterocycloal)Q^l, arallQri, hydroxyalkyl , alkoxyalkyl, 
cyanoalky 1 , N-alky 1 sul f ony lamino , 

heteroarylsulf onylalkyl , heteroarylsulf onylhaloalkyl , 
aryloxyalkyl, aralkyloxyalkyl, aryl and heterocyclo, 
v^ere the aryl and heterocyclo radicals are optionally 
svibstituted at a substitutable position -with one or 
more radicals selected from halo, alkyl, alkoxy, 
alkylthio, alkylsulf inyl, haloallQ^l, haloalkoxy, 
carboxyalkyl; alkoxycarboryl, aminocarbonyl , amino, 
acyl and alky lamino; and 

wherein and R^ are independently selected from 
alkyl, alkenyl, aryl, cycloalkyl, cycloalkenyl and 
heterocyclic; wherein R^ and R^ are optionally 
substituted at a substitutable position with one or 
more radicals selected from halo, alkylthio, 
alkylsulf inyl , alkylsulf onyl , haloalkyisulf onyl , 
aminosulfonyl, alkyl, alkenyl, alkynyl, cyano, 
carboxyl, carboxyalkyl, alkoxycarbonyl , aminocarbonyl, 
acyl, N-alky laminocarbonyl , N-ary laminocarbonyl , N,N- 
dialkylaminocarbonyl , N-alkyl-N-arylaminocarbonyl , 
haloalkyl, l^droxyl, alkoxy, alkoxyaDQ^l , 




I 
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hydrojQ^alky 1 , haioalkoxy, amino, N-alkylamino, N,N- 
dialkylamino, heterocyclic and nitro? 

provided one of and is aryl substituted 
with alK/lsulfonyl, haloalkylsulfonyl or 
5 aminosulfonyl; further provided that r2 is not 4- 
fluorophenyl when R^ is metlyl and R^ is 4- 
methylsulfonylphenyl ; further provided that R^ is not 
4-f luorophenyl when R^ is methyl and r2 is 4- 
aminosulfonylphenyl; further provided r2 and R^ are 

10 not phenyl substituted with a, a -bis (methyl ) methanol ; 
and further provided that R^ is not 4- 
(methylsulfonyl) phenyl when R^ is a, a 
-bis ( trif luoromethy 1 ) methanol ; 

or a pharmaceutically-acceptable salt thereof. 

15 The phrase "further provided", as used in the 

above description, is intended to mean that the 
denoted proviso is not to be considered conjunctive 
with the other provisos . 

Compounds of Formula I would be useful for, but 

20 not limited to, the treatment of inflammation in a 
subject, and for treatment of other inflammation- 
associated disorders, such as, as an analgesic in the 
treatment of pain and headaches, or as an antipyretic 
for the treatment of fever. For example, conpounds of 

25 the invention would be useful to treat arthritis, 
including but not limited to rheumatoid arthritis, 
spondyloarthopathies, gouty arthritis, 
osteoarthritis, systemic lupus erythematosus and 
juvenile arthritis. Such compounds of the invention 

30 would be useful in the treatment of asthma, 

bronchitis, menstrual cramps, tendinitis, bursitis, 
and skin related conditions such as psoriasis, 
eczema, burns and deirmatitis. Compounds of the 
invention also would be useful to treat 

35 gastrointestinal conditions such as inflammatory 

bowel disease, Crohn's disease, gastritis, irritable 
bowel syndrome and ulcerative colitis and for the 
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prevention of colorectal cancer, Coirqpounds of the 
invention would be useful in treating inf laitimation in 
such diseases as vascular diseases, migraine 
headaches, periarteritis nodosa, thyroiditis, 
5 aplastic anemia, Hodgkin's disease, sclerodoma, 

rheumatic fever, type I diabetes, ityasthenia gravis, 
multiple sclerosis, sarcoidosis, nephrotic syndrome, 
Behcet's syndrome, polyiti/ositis, gingivitis, 
hypersensitivity, conjunctivitis, swelling occurring 

10 after injury, rnyocardial ischemia, and the like. The 
compounds were also be useful in the treatment of 
ophthalmic diseases such as retinitis, retinopathies, 
uveitis, and of acute injury to the eye tissue. The 
coirpounds would also be useful for the treatment of 

15 certain central nervous system disorders such as 

Alzheimer's disease and dementia. The conpounds of 
the invention are useful as anti-inflammatory agents, 
such as for the treatment of arthritis, with the 
additional benefit of having significantly less 

20 harmful side effects. These compounds would also be 
useful in the treatment of allergic rhinitis, 
respiratory distress syndrome, endotoxin shock 
syndrome, atherosclerosis and central nervous system 
damage resulting from stroke, ischemia and trauma. 

25 Besides being useful for hijman treatment, these 

compounds are also useful for treatment of mammals, 
including horses, dogs, cats, rats, mice, sheep, 
pigs, etc. 

The present compounds may also be used in co- 
30 therapies, partially or coirpletely, in place of other 
conventional antiinflammatories, such as together with 
steroids, NSAIDs, 5 -lipoxygenase inhibitors, LTB4 
antagonists and LTA4 hydrolase inhibitors. 

Suitable LTB4 inhibitors include, among others, 
35 ebselen, Bayer Bay-x-1005, Ciba Geigy compound CGS- 

25019C, Leo Denmark compound ETH-615, Lilly coirpound LY- 
293111, Qno coirpound ONO-4057, Terumo compound IMK-eSS, 
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Lilly conpounds LY-213024, 264086 and 292728, ONO 
conpound ONO-LB457, Searle compoiind SC-53228. 
calcitrol, Lilly compounds LY-210073, LY223982, 
LY233469, and LY255283, ONO compound ONO-LB-448, Searle 
5 conpounds SC-41930, SC-50605 and SC-51146, and SK&F 

compound SKF-104493. Preferably, the LTB4 inhibitors are 
selected from ebselen, Bayer Bay-x-1005, Ciba Geigy 
coitpoxmd CGS-25019C, Leo Denmark compound ETH-615, Lilly 
coirpound LY-293111, Ono compound ONO-4057, and Terumo 
10 coirpoxind TMK-688. 

Suitable 5-LO inhibitors include, among others, 
masoprocol, tenidap, zileuton, pranliikast, tepoxalin, 
rilopirox, flezelastine hydrochloride, enazadrem 
phosphate, and bunaprolast. 
15 The present invention preferably includes compounds 

which selectively inhibit cyclooxygenase-2 over 
cyclooxygenase-1. Preferably, the compoxinds have a 
cyclooxygenase-2 IC50 equal to or less than about 0.2 pM, 
and also have a selectivity ratio of cycloo3^genase"2 
20 inhibition over cyclooxygenase-1 inhibition of at least 
50, and more preferably of at least 100. Even more 
preferably, the compounds have a cyclooxygenase-1 IC50 
of greater than about 1 • 0 mM, and more preferably of 
greater than 10 pM, Such preferred selectivity may 
indicate an eibility to reduce the incidence of common 
NSAID-induced side effects. 

A preferred class of compounds consists of those 
compounds of Formula I v^erein is selected from 
hydrido, halo, amino, lower alkoxy, cyemo, nitro, 
l^droxyl, aminocarbony 1 , acyl, lower 
alkylaminocarbonyl , phenylaminocarbonyl, lower allQrl, 
lower alkenyl, lower alkynyl, lower haloalkyl, lower 
haloalkoxy, lower alkylamino, phenylamino, lower 
aralkylamino, carboxyl, lower carboxyaD^l, lower 
alkoxycarbonyl, lower alkojQrcarbonylalkyl, lower 
alkylaminoalkyl, lower heterocycloalkyl, lower 
aralkyl, lower cyanoaDQrl, lower N-alkylsulfonylamino, 
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lower heteroarylsulf onylallQrl, lower 

heteroarylsulfonylhaloalkyl, lower aryloxyalkyl, lower 
aralkyloxyallQ^l, aryl and heterocyclo, wherein the 
aryl and heterocyclo radicals are optionally 
5 substituted at a substitutable position with one or 
more radicals selected from halo, lower alkyl, lower 
alkoxy, lower allQ^lthio, lower alkylsulfinyl, lower 
haloalkyl, lower haloalkojQ^, lower carboxyalkyl > lower 
alkoxycarbonyl, aminocarbony 1 , amino, acyl and lower 

10 alkylamino; and wherein and are independently 
selected from lower alkyl, lower alkenyl, aryl, lower 
cycloalkyl, lower cycloalkenyl and heterocyclic; 
wherein r2 and R^ are optionally substituted at a 
substitutable position with one or more radicals 

15 selected from halo, lower alkylthio, lower 

alkylsulfinyl, lower alkyl, lower alkenyl, lower 
alkynyl, cyemo, carboxyl^ lower carboxyalkyl, lower 
alk05^carbony 1 , aminocarbony 1 , acyl, lower N- 
alkylaminocarbonyl, N-arylaminocarbonyl, lower N,N- 

20 dialkylaminocarbonyl , lower N-alkyl-N- 

arylaminocarbonyl, lower haloalkyl, Jydro^Qrl, lower 
alkoxy, lower tydroxyalky 1 , lower haloalkoxy, amino, 
lower alkylamino, heterocyclic and nitro; or a 
pharmaceutical ly-acceptable salt thereof, 

25 A class of coxipounds of particular interest 

consists of those coit^oxinds of Formula I wherein R^ is 
selected from fluoro, chloro, bromo, iodo, amino, 
methojQ^, ethoxy, propoxy# butojQ^, isopropoxy, tert- 
butoxy, cyano, nitro, hydroxy, aminocarbony 1 , formyl, 

3 0 acetyl , N-methy laminocarbony 1 , N-pheny laminocarbony 1 , 
N, N-dimethylaminocarbonyl , N-methyl-N- 
pheny laminocarbony 1 , methyl, ethyl, propyl, butyl, 
pentyl, isopropyl, isobutyl, tert-butyl, ethylenyl, 
propylenyl, butenyl,' penter^rl, isopropylenyl, 

35 isobutylenyl, propargyl, f luoromethyl, dif luoromethyl, 
trif luoromethyl , chloromethyl , dichloromethyl , 
trichloromethyl, pentaf luoroethyl, heptaf luoropropyl , 
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dif luorochloromethyl , dichlorof luoromethyl , 
dif luoroethyl , dif luoropropyl , dichloroethyl , 
dichloropropyl, N-methylamino, N-ethylamino, N- 
propy lamino , N-buty lamino , N- tert -butylamino , N- 
5 pen ty lamino, N-hexylamino, N/N-dimethy lamino, 

carbojQ^l , N-benzylamino , 3,5 -dichloropheny lamino , 3,5- 
dichlorophenoxymethyl , 3 -chlorophenojQ^ethyl , 
carboxymethy 1 , methoxycarbonylmethyl , 
ethoxycarbonylmethyl , methylaminomethyl , 

10 morpholinomethyl, pyrrolidinylmethyl, 

piperazinylmethyl, piper idinylme thy 1, pyridylmethy 1 , 
thienylmethyl, benzyl, phenethyl, phenylpropyl , 
cyanometl^l , phenoxymett^l , benzylojQ^ethyl , 
methoxycarbony 1 , ethoxycarbonyl , isopropoxycarbonyl , 

15 tert-butoxycarbonyl, propo5^carbonyl , butoxycarbonyl , 
isobutoxycarbonyl, pentoxycarbonyl, N- 
methylsulfonylamino, (2-thienyl) sulfonylmetl^l, (2- 
thienyDsulfonylbromomethyl, phenyl optionally 
substituted at a substitutable position with one or 

20 more radicals selected from fluoro, chloro, bromo, 
methyl, ethyl, propyl, butyl, pentyl, isopropyl, 
isobutyl, tert "butyl, methoxy, etho5Q^, propo^o^, 
butoxy, isopropojQ^, tert-butoxy, methylthio, 
methylsulf inyl, f luoromethyl, dif luorometlyl, 

25 trif luoromethyl , chloromethyl , dichloromethyl , 

trichloromethylr pentaf luoroethyl, heptaf luoropropyl, 
dif luorochloromethyl , dichlorof luoromethyl , 
dif luoroethyl , dif luoropropyl , dichloroethyl , 
dichloropropyl, carbojQonethyl, methoxycarbonyl , 

30 ethoxycarbonyl, aminocarbonyl, amino, fonryl, 
methylamino and dimethy lamino, and heterocyclic 
selected from morpholino, pyrrolidinyl, piperazinyl, 
piperidinyl, pyridyl, thienyl, thiazolyl, oxazolyl, 
pyrimidinyl , pyrazinyl , guinolyl ; isoquinolyl , 

35 imidazolyl, and benzimidazolyl, furyl, pyrrolyl, 

pyrazolyl and triazolyl, optionally substituted at a 
substitutable position with one or more radicals 
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selected from fluoro, chloro, bromo, methyl, etl^l, 
propyl, butyl, pentyl, isopropyl, isobutyl, tert- 
butyl, methoi^, etho?Q^, propo5Q^, butoxy, isopropo5Q^, 
tert-butoxy, methylthio, methylsulf inyl, f luoromethyl, 
5 difluoromethyl, trif luoromethyl, chlorometl:^ 1 , 

dichloromethyl, trichlorometlvl, pentaf luoroethyl, 
heptaf luoropropyl , dif luorochloromethyl , 
dichlorofluoromethyl, dif luoroetl:^l, dif luoropropyl, 
dichloroethyl, dichloropropyl, carboxymethy 1 , 
10 methoxycarbonyl , ethoxycarbonyl , aminocarbonyl, amino, 
forntyl, methylamino and dimethyl amino; and wherein r2 
and r3 are independently selected from methyl, etlyl, 
propyl, butyl, pentyl, isopropyl, isobutyl, tert- 
butyl, ethylenyl, propylenyl, butenyl, pentenyl, 
15 isopropylenyl, isobutylenyl, phenyl, naphthyl, 
biphenyl, pyridyl, thienyl, thia2olyl, oxazolyl, 
pyrimidinyl, pyrazinyl, quinolyl, isoquinolinyl, 
imidazolyl, benzimidazolyl, furyl, pyrrolyl, 
pyrazolyl, triazolyl, cyclopropyl, cyclobutyl, 
20 cyclopentyl, cyclohe?Q^l, cyclopropenyl , cyclobutenyl, 
cyclopentenyl, cyclohexenyl, morpholino, pyrrolidinyl, 
piperazinyl and piperidinyl; wherein r2 and are 
optionally substituted at a substitutable position 
with one or more radicals selected from fluoro, 
25 chloro, bromo, methyl thio, metlylsulf inyl, metlyl, 
ethyl, propyl, butyl, pentyl, isopropyl, isobutyl, 
tert -butyl, ethyleir/1, propylenyl, butenyl, pentenyl, 
isopropylenyl, isobutylenyl, propargyl, cyano, 
carboxyl, carbojQonethyl , methoxycarbonyl, 
ethoxycarbonyl, isopropo5Qrcarboiyl, tert- 
butojQ^carbony 1 , propoj^rcarbonyl , butoxycarbonyl, 
isobutoxycarbonyl, pentoxycarbonyl , aminocarbonyl, 
formyl, acetyl, N-methy laminocarbonyl , N- 
phenylaminocarbonyl, N,N-dimethy laminocarbonyl, N- 
methy 1 -N-pheny laminocarbonyl , f luoromet^Qrl , 
di f luoromethy 1 , tri f luoromethy 1 , chloromethy 1 , 
dichloromethyl , trichloromethyl , pentaf luoroethyl , 
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heptaf luoropropyl , dif luorochloromethyl , 
dichlorof luoromethyl, dif luoroetl:vl, dif luoropropyl, 
dichloroethy 1 , dichloropropy 1 , hydroxyl , methoxy , 
et hoxy , propojQ^ , bu t oxy , isopropoxy , t ert -butojcy , 
5 hydroxymethyl, trif luoromethoxy, amino, N-methylaminO/ 
N,N-dimethylamino, pyridyl, furyl, pyrazinyl, 
pyrrolyl, pyrazolyl, morpholino, pyrrolidinyl, 
piperazinyl, piperidinyl, triazolyl and nitro; or a 
pharmaceutically-acceptable salt thereof. 
10 A family of specific compounds of particular 

interest within Formula I consists of conqpounds and 
pharmaceutically-acceptable salts thereof as follows: 



5- t { 4 -metl^lsulfonyl) phenyl] -4-(4-fluorophenyl) -2- 
15 phenylthiazole; 

5- [ (4-methylsulfonyl) phenyl] -4- (4-f luorophenyl) -2- (4- 

methoxyphenyl ) thiazole ; 
5- [ { 4 -methylsulfonyl) phenyl] -4- (4-f luorophenyl) -2- (4- 
chloropheny 1 ) thiazole; 
20 5- [ (4-methylsulfonyl)phenyl] -4- (4-f luorophenyl) -2- (N- 
hexylamino ) thiazole ; 
5- [ ( 4 -metl^lsulfonyl) phenyl] -4- (4-f luorophenyl) -2- (N- 

methylamino) thiazole; 
5- [ (4-metl:ylsulfonyl)phenyl] "4- (4-f luorophenyl) -2- (N- 
25 ethylamino) thiazole; 

5- [ (4 -methylsulfonyl) phenyl) -4- (4-f luorophenyl) -2- (N- 

tert-butylamino) thiazole; 
5- [ (4 -methylsulfonyl) phenyl] -4- (4-f luorophenyl) -2- (N- 
{ 4 -phenoxyphenyl ) amino ) thiazole ; 
30 ethyl 4- [ [5- [ (4-metlT/lsulfonyl)phenyl] -4- (4- 
f luorophenyl ) -2 - thiazolyl ] amino] benzoate ; 
ethyl 3-[(5-[ (4-methylsulfonyl)phenyl] -4- (4- 
f luorophenyl) -2 -thiazolyl] amino] benzoate; 
5- [ (4 -methylsulfonyl) phenyl] -4- (4-f luorophenyl) -2- (2- 
3 5 pheny lethyl ) thiazole ; 

5- [ ( 4 -metl^lsulfonyl) phenyl] -4- (4-f luorophenyl) -2- (N- 
(3, 5 -di chloropheny 1) amino) thiazole; 
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5- [ (4-inethylsulfonyl) phenyl] -4- (4-f luorophenyl) -2- (N- 
butylamino) thiazole; 

4- [5- ( (4-inethylsulfonyl)phenyl] -4- (4-f luorophenyl) -2- 
tihia zoly 1 ] aminobenzoic acid ; 

5 3- [5- [ {4-inethylsulfonyl) phenyl] -4- (4-f luorophenyl) -2 - 
thiazolyl] aminobenzoic acid; 

5- [ ( 4 -methylsulfonyl) phenyl] -4- (4-f luorophenyl) -2- 
ethyl thiazole? 

5- [ (4-methylsulfonyl) phenyl] -4- (4-f luorophenyl) -2- (3- 
10 pheny Ipropy 1 ) thiazole ; 

5- [ (4"methylsulfonyl)phenyl] -4- (4-f luorophenyl) -2- ( (3- 

chloropheno>Qr) methyl ) thiazole ; 
5-[ (4 -methylsulfonyl) phenyl] -4- (4-f luorophenyl) -2- (2- 
methyl -4 -thiazolyl) thiazole ; 
15 5 - [ ( 4 -metJ^lsul f ony 1 ) phenyl ] -4 - ( 2 - f luorophenyl ) -2 - ( 2 - 
chlorophenyl) thiazole; 
5 - [ ( 4 -methy Isul f ony 1 ) phenyl ] -4 - ( 2 , 5 -di f luorophenyl ) -2 - 

( 2 -chlorophenyl ) thiazole ; 
5- [ (4 -methylsulfonyl) phenyl] -4- (4-f luorophenyl) -2- 
20 (2,3,4,5, 6 -pentaf luorophenyl) thiazole; 

5-[ (4-metlvlsulfonyl)phenyll -4- (4-f luorophenyl) -2- ( (2- 

chlorophenoxy) methyl ) thiazole; 
5- [ (4-methylsulfonyl) phenyl] -4- (4-bromophenyl) -2-(2- 
chlorophenyl ) thiazole ; 
25 5-[ (4-methylsulfonyl)phenylJ-4-(2-fluorophenyl)-2-( (3- 
chlorophenoxy ) methyl ) thiazole ; 
5- [ (4 -methylsulfonyl) phenyl J -4 - (4-f luorophenyl) -2- 

{ (3 , 5-dichloropheno3Q^)methyl) thiazole; 
5- [ (4 -methylsulfonyl) phenyl] -4- ( 2 -f luorophenyl) -2-( (4- 
3 0 metho>VPheno3Q^) methyl ) thiazole ; 

5- [ (4-metliylsulfonyl)phenyl] -4- (4-bromophenyl) -2- (2- 

chlorophenyl ) thiazole ; 
5- [ (4-metl^lsulfonyl)phenyl] -4- (4-methylthiophenyl) -2- 
(2-chlorophenyl) thiazole; 
35 5-1 (4-methylsulfonyl)phenyl] -4- (3-f luoro-4- 
methoxypheny 1 ) -2 - ( 2 -chlorophenyl ) thiazole ; 
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5- [ ( 4 -methylsulfonyl) phenyl] -4- {3-chloro-4" 
methoj^henyl ) -2 - ( 2 -chloropheny 1 ) thiazole ; 

5- [ (4 -methylsulfonyl) phenyl) -4- (3-chloro-4- 
Inethy Ipheny 1 ) -2- {2-chlorophenyl) thiazole; 
5 5- [ {4-inethylsulfonyl) phenyl] -4- (3-methyl-4- 
chlorophenyl) -2- (2-chlorophenyl) thiazole; 

5 - [ ( 4 -met hy Isul f ony 1 ) phenyl ] -4 - ( 3 , 4 - 

methyl enedio3Qrphenyl ) -2 - ( 2 -chlorophenyl ) thiazole ; 

5- [ (4 -methylsulfonyl) phenyl] -4- (3 , 5-dif luoro-4- 
10 methoxyphenyl ) -2 - { 2 -chlorophenyl ) thiazole ; 

5- [ ( 4 -methylsulfonyl ) phenyl] -4- { 3 , 5-dichloro-4- 
methoj^henyl ) -2 - { 2 -chlorophenyl ) thiazole ; 

5- [ (4-methylsulfonyl) phenyl] -4- (4-fluorophenyl) -2- 
(dif luoromethyl) thiazole; 
15 5- [ (4-methylsulfonyl ) phenyl] -4- (4-fluorophenyl ) -2 - 
(methylthio) thiazole; 

5- t { 4 -metl:ylsulfonyl) phenyl] -4- (4-fluorophenyl) -2 - 
(phenylthio) thiazole; 

5- [ (4-methylsulfonyl)phenyl] -4- (4-fluorophenyl) -2- ( (3- 
20 f luorophenyl ) thio) thiazole; 

5- [ (4-methylsulfonyl) phenyl] -4- (4-fluorophenyl) -2- { (3- 
chlorophenyl) thio) thiazole; 

5- [ (4 -methylsulfonyl) phenyl] -4- (4-fluorophenyl) -2- { (3- 
bromophenyl) thio) thiazole; 
25 5 - [ ( 4 -methy 1 sul f ony 1 ) phenyl ] -4 - ( 4 - f luorophenyl ) -2 - 
( (3 , 5-dif luorophenyl) tliio) thiazole; 

5- [ ( 4 -metlT/1 sul fonyl) phenyl] -4- (4-fluorophenyl) -2- 
[ (3 , 5-dichlorophenyl) thio] thiazole; 

5- [ (4 -methylsulfonyl) phenyl] -4- (4-fluorophenyl) -2- [ (4- 
30 f luorophenyl ) thio] thiazole; 

5- [ { 4 -mettylsulfonyl) phenyl) -4- (4-fluorophenyl) -2- [ (4- 
chlorophenyl ) thio] thiazole; 

5- [ (4 -methylsulfonyl) phenyl] -4- (4-fluorophenyl) -2- [ (4- 
bromophenyl) thio]thiazole; 

35 5-[ (4-methylsulfonyl)phenyl) -4- (4-fluorophenyl) -2- ( (4- 
methylphenyl ) thio) thiazole; 
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5- [ ( 4 -methylsulfonyl) phenyl] -4- (4-f luorophenyl) -2- 

(benzylthio) thiazole; 
5-[ (4-methylsulfonyl)phenyl)-4-(4-fluorophenyl)-2-{ (3- 
f luorobenzyl ) thio) thiazole; 
5 5- [ (4 -methylsulfonyl) phenyl] -4- (4-f luorophenyl) -2- ( (3- 
chlorobenzyl ) thio) thiazole; 
5- [ ( 4 -metliylsulfonyl) phenyl] -4- (4-f luorophenyl) -2- ( (3- 

bromobenzyl ) thio) thiazole; 
5- [ (4-methylsulfonyl) phenyl] -4- (4-f luorophenyl) -2- 
10 ( (3, 5-difluorol>enzyl) thio) thiazole; 

5- [ (4 -methylsulfonyl) phenyl] -4- (4-fluoropheiiyl) -2- 

{ (3, 5-dichlorobenzyl) thio) thiazole; 
5- [ (4 -methylsulfonyl) phenyl] -4- (4-fluoropher^l) -2- ( {4- 
f luorobenzyl ) thio) thiazole; 
15 5-[ (4-methylsulfonyl)phenyl]-4-(4-fluorophenyl)-2-{ {4- 
chlorobenzyl ) thio) thiazole; 
5- [ (4-methylsulfonyl) phenyl] -4- (4-fluorophenyl) -2- ( (4- 

bromobenzy 1 ) thio ) thiazole ; 
5- I ( 4 -methylsulfonyl )pher^l] -4- (4-fluorophenyl) -2- ( (4- 
2 0 me thy Ibenzy 1 ) thio ) thiazole ; 

5- ( ( 4 -metlrylsulfonyl) phenyl] -4- (4-fluorophenyl) -2- 
(ethylsulfonyl) thiazole; 
5- t (4-metl:ylsulfonyl) phenyl) -4- {4-fluorophenyl) -2- 
(methylsulfonyl ) thiazole; 
25 5- [ {4-methylsulfonyl) phenyl] -4- (4-f luorophenyl) -2- 
( phenyl sulfonyl ) thiazole; 
5- [ (4 -methylsulfonyl) phenyl] -4- (4-f luorophenyl) -2- ( (3- 

f luorophenyl ) sulfonyl ) thiazole; 
5- 1 (4-methylsulfonyl) phenyl] -4- (4-f luorophenyl) -2- ( (3- 
30 chlorophenyl ) sulfonyl ) thiazole; 

5- [ {4-methylsulfonyl) phenyl] -4- (4-f luorophenyl) -2- { (3- 

bromophenyl ) sulfonyl ) thiazole; 
5- I {4-metlvlsulfonyl)phenyl] -4- (4-f luorophenyl) -2- 
( (3, 5-dif luorophenyl) sulfonyl) thiazole; 
35 5- [ (4 -methylsulfonyl) phenyl] -4- (4-f luorophenyl) -2- 
( (3 , 5-dichlorophenyl) sulfonyl) thiazole; 
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5- t ( 4 -methylsulfonyl) phenyl] -4- (4-f luorophenyl) -2- { (4- 
f luorophenyl ) sulf onyl ) thiazole; 

5- [ (4 -methylsulfonyl) phenyl] -4- (4-f luorophenyl) -2- ( (4- 
chloropheny 1 ) sul f onyl ) thiazole ; 
5 5- [ (4-inet:l^lsulfonyl)phenyl] -4- {4-f luorophenyl) -2- { (4- 
bromophenyl ) sul f ony 1 ) thiazole ; 

5- [ (4-inetliylsulfonyl)phenyl] -4- (4-f luorophenyl) -2- { (4- 
methylphenyl ) sulf onyl ) thiazole; 

5- [ (4-methylsulfonyl) phenyl] -4- (4-f luorophenyl) -2- 
10 (benzylsulf onyl) thiazole; 

5- [ ( 4 -methylsulfonyl) phenyl] -4- (4-f luorophenyl) -2 - ( (3- 
f luorobenzyl ) sulf onyl ) thiazole ; 

5- [ (4 -methylsulfonyl) phenyl) -4- (4-f luorophenyl) -2- ( (3- 
chlorobenzyl ) sulf onyl ) thiazole ; 
15 5 - [ (4 -methylsulfonyl) phenyl] -4- {4-f luorophenyl) -2- ( (3- 
bromobenzyl) sulf onyl) thiazole; 

5- [ (4-methylsulfonyl)phenyl] -4- (4-f luorophenyl) -2- 
( (3, 5-dif luorobenzyl) sulf onyl) thiazole; 

5- t (4-metlvlsulfonyl)phenyl) -4- (4-fluoropheryl) -2- 
20 ( (3, S-dichlorobenzyl) sulf onyl) thiazole; 

5-[ (4-methylsulfonyl)phenyl]-4-(4-fluorophenyl)-2-( (4- 
f luorobenzyl) sulf onyl) thiazole; 

5-[ (4-methylsulfonyl)phenyl]-4-(4-fluorophenyl)-2-( (4- 
chlorobenzyl ) sulf onyl) thiazole; 
25 5-[ (4-methylsulfonyl)phenyl] -4- (4-f luorophenyl) -2- ( (4- 
bromobenzyl ) sulf onyl ) tliiazole ; 

5-[ (4-metl^lsulfonyl)phenyl]-4-(4-fluorophenyl)-2-( (4- 
methylbenzy 1 ) sul f ony 1 ) thiazole ; 

5- [ (4-methylsulfonyl)phenyl]-4-(4-fluorophenyl) -2- 
30 (fluoromethylsulf onyl) thiazole; 

5 - [ ( 4 -methy Isul f onyl ) phenyl ] -4 - { 4 -f luorophenyl ) -2 - 
( acetyl ) thiazole ; 

5- [ ( 4-methylsulfonyl) phenyl] -4- (4-f luorophenyl) -2- 
( trif luoroacetyl ) thiazole; 
35 5 - [ ( 4 -methy Isul f ony 1 ) phenyl ] -4 - ( 4-f luorophenyl ) -2 - 
(benzoyl) thiazole; 
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5- ( ( 4 -methylsulfonyl) phenyl] -4- (4-f luorophenyl) -2- (3- 

f luorobenzoyl) thiazole; 
5- [ (4 -methylsulfonyl) phenyl] -4- (4-f luorophenyl) -2- (3- 

chlorobenzoyl ) thiazole; 
5 5- [ (4-inethylsulfonyl)phenyl]-4- (4-f luorophenyl) -2- (3- 

bromobenzoyl ) thiazole; 
5- [ ( 4 -metliylsulfonyl) phenyl] -4- (4-fluorophenyl) -2 - (3 , 5- 

dif luorobenzoyl) thiazole; 
5- [ (4-methylsulfonyl) phenyl] -4- (4-f luorophenyl) -2- (3,5- 
10 dichlorobenzoyl) thiazole; 

5- [ (4 -methylsulfonyl) phenyl] -4- (4-f luorophenyl) -2- (4- 

f luorobenzoyl ) thiazole; 
5- t (4-metlTylsulfonyl)phenyl] -4- (4-fluorophenyl) -2- (4- 

chlorobenzoyl ) thiazole; 
15 5- [ (4-metlTylsulfonyl)phenyl] -4- (4-fluorophenyl) -2- (4- 

bromobenzoyl) thiazole; 
5- [ ( 4 -metlylsulfonyl) phenyl] -4- {4-f luorophenyl) -2- (4- 

methylbenzoyl ) thiazole; 
methyl (5- [ (4-methylsulfonyl) phenyl] -4- (4- 
20 f luorophenyl) -2-thiazolyl] car]x>3€ylate; 

ethyl [5- [ (4 -methylsulfonyl) phenyl] -4- {4-fluorophenyl) - 

2-thiazolyl] carboxylate; 
propyl [5- ( (4-methylsulfonyl) phenyl] -4- {4- 

f luorophenyl) -2-thiazolyl] carboxylate; 
25 butyl [5- [ (4-metl^lsulfonyl)phenyl] -4- (4-fluorophenyl) - 

2-thiazolyl] carlDoxylate; 
5- [ (4 -methylsulfonyl) phenyl] -4- {4-f luorophenyl) -2- 

(hydroxymethyl ) thiazole; 
5- [ {4 -methylsulfonyl) phenyl] -4- {4-f luorophenyl) -2- 
30 (methojQmiethyl ) thiazole; 

5 - [ ( 4 -me thy 1 sul f ony 1 ) phenyl J -4 - ( 4 - f luorophenyl ) -2 - 

(phenoxymethyl ) thiazole ; 
5- [ (4-met}ylsulfonyl)phenyll -4- (4-f luorophenyl) -2- (3- 

f luorophenoxymetliyl ) thiazole; 
35 5 - [ ( 4 -metl^lsul f ony 1 ) phenyl ] -4 - { 4 - f luorophenyl ) - 2 - { 3 - 

chlorophenoxymethyl ) thiazole ; 
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5- [ ( 4 -methylsulfonyl) phenyl] -4- (4-f luorophenyl) -2- (3- 

bromophenojQTtiethy 1 ) thiazole ; 
5- [ ( 4 -metlylsulfonyl) phenyl] -4- (4-f luorophenyl) -2-13,5- 

difluorophenoxymethyl) thiazole; 
5 5- t {4 -methylsulfonyl) phenyl] -4- (4-f luorophenyl) -2- (3, 5- 

dichlorophenoxymethyl ) thiazole; 
5- [ (4 -methylsulfonyl) phenyl] -4- {4-f luorophenyl) -2- (4- 

fluorophenoxymethyl) thiazole; 
5- 1 (4 -methylsulfonyl) phenyl] -4- (4-f luorophenyl) -2- (4- 
10 chlorophenoxymethyl ) thiazole ; 

5- [ {4-methylsulfonyl) phenyl] -4- (4-f luorophenyl) -2- (4- 

bromophenojQTnethyl) thiazole; 
5- [ (4 -methylsulfonyl) phenyl] -4- (4-fluorophenyl) -2- (4- 

methylphenoxymetliyl ) thiazole; 
15 5- ( (4 -methylsulfonyl) phenyl] -4- (4-fluorophenyl) -2- 

( benzyl oxymethyl ) thiazole; 
5- [ (4-mett^lsulfonyl) phenyl] -4- {4-fluorophenyl) -2- 

( cyanomethy 1 ) thiazole ; 
5- [ (4 -methylsulfonyl) phenyl] -4- (4-fluorophenyl) -2- (2- 
2 0 quinoly Imethy loxymethy 1 ) thiazole ; 

5- [ {4-methylsulfonyl) phenyl] -4- (4-fluorophenyl) -2- (2- 

naphthylmethyloxymethyl) thiazole; 
5- [ {4-metlylsulfonyl)phenyl] -4- (4-fluorophenyl) -2- (N- 

phenylaminocarbonyl ) thiazole; 
25 5- [ (4 -methylsulfonyl) phenyl] -4- (4-fluorophenyl) -2- [ (3- 

f luorophenyl ) aminocarlDonyl] thiazole; 
5-[ {4-methylsulfonyl) phenyl] -4- (4-fluorophenyl) -2- [ (3- 

chloropheny 1 ) aminocarlx>nyl ] thiazole ; 
5- [ { 4 -metlQrlsulfonyl) phenyl] -4- (4-fluorophenyl) -2- [ (3- 
30 bromophenyl ) aminocarbonyl ] thiazole ; 

5- [ (4 -methylsulfonyl) phenyl] -4- (4-fluorophenyl) -2- 

[ (3 , 5-dif luorophenyl) aminocarbonyl] thiazole; 
5- ( (4 -methylsulfonyl) phenyl] -4- (4-fluorophenyl) -2- 

[ (3 , 5-dichlorophenyl) aminocarbonyl] thiazole; 
35 5-[ ( 4 -metliylsulfonyl) phenyl] -4- (4-fluorophenyl) -2- [ (4- 

f luorophenyl ) aminocarbonyl ] thiazole ; 
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5- [ ( 4 -methylsulfonyl) phenyl) -4- (4-f luorophenyl) -2- [ (4- 

chloropheny 1 ) aminocarbonyl ] thiazole ; 
5- t (4"it\etl:^lsulfonyl)phenyl] -4- (4-f luorophenyl) -2- [ (4- 

bromophenyl ) aminocarbonyl] thiazole; 
5 5- [ (4-methylsulfonyl) phenyl) -4- {4-fluorophenyl) -2- t (4- 

methylpheny 1 ) aminocarbonyl ] thiazole ; 
5- [ (4-metl^lsulfonyl) phenyl) -4- (4-f luorophenyl) -2- 
(benzylaminocarbonyl) thiazole; 
5-[ (4-metlvlsulfonyl)phenyl) "4" (4-fluorophenyl) -2- ( (3- 
10 f luorobenzyl ) aminocarbonyl ) thiazole ; 

5-[ (4-methylsulfonyl )phenyl) -4- {4-fluorophenyl) -2" ( (3- 

chlorobenzyl ) aminocarbonyl ) thiazole; 
5- [ (4-methylsulfonyl )phenyl] -4- (4-fluorophenyl) -2- ( (3- 

bromobenzy 1 ) aminocarbonyl ) thiazole ; 
15 5- [ (4-methylsulfonyl) phenyl] -4- (4-fluoropheryl) -2- 

( (3 , 5-dif luorobenzyl ) aminocarbonyl) thiazole; 
5- [ (4-methylsulfonyl) phenyl] -4- (4-f luorophenyl) -2- 

( (3 , S-dichlorobenzyl ) aminocarbonyl ) thiazole; 
5-[ (4-methylsulfonyl)phenyl] -4- (4-fluorophenyl) -2- ( (4- 
20 f luorobenzyl ) aminocarbonyl ) thiazole; 

5-[ (4-methylsulfonyl)phenyl] -4- {4-f luorophenyl) -2- ( (4- 

chlorobenzy 1 ) aminocarbonyl ) thiazole ; 
5- [ {4-methylsulfonyl) phenyl] -4- (4-f luorophenyl) -2- ( (4- 

bromobenzyl ) aminocarbonyl ) thiazole; 
25 5- [ (4-methylsulfonyl)phenyl] -4- (4-fluorophenyl) -2- ( (4- 

methylbenzyl ) aminocarbonyl ) thiazole; 
5- [ (4-methylsulfonyl) phenyl] -4- (4-f luorophenyl) -2- 

(benzoylamino) thiazole; 
5- t (4-methylsulfonyl) phenyl) -4- (4-f luorophenyl) -2- ( (3-- 
30 fluorobenzpyl) amino) thiazole; 

5- t (4-methylsulfonyl) phenyl] -4- (4-f luorophenyl) -2- ( (3- 

chlorobenzoyl) amino) thiazole; 
5- [ ( 4 -metlrylsulfonyl) phenyl] -4- {4-f luorophenyl) -2- { (3- 

bromobenzpyl ) amino) thiazole ; 
35 5- [ (4 -methyl sulfonyl) phenyl] -4- (4-f luorophenyl) -2- 

( (3, 5-dif luorobenzoyl) amino) thiazole; 
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5 - t ( 4 -methyl sul f ony 1 ) phenyl ] -4 - ( 4 - f luoropheny 1 ) -2 - 

( (3 , 5-dichloroben2oyl) amino) thiazole; 
5- [ (4-methylsulfonyl)phenyl)-4- ( 4- f luoropheny 1) -2- ( (4- 

fluorobenzpyl) amino) thiazole; 
5 5-[ (4-methylsulfonyl) phenyl] -4- (4-fluorophenyl) -2-( (4- 

chlorobenzoylamino) thiazole; 
5- [ (4-methylsulfonyl)phenyl) -4- (4-fluorophenyl) -2- ( (4- 

bromobenzoyl ) amino) thiazole; 
5- ( (4-methylsulfonyl) phenyl] -4- (4-fluorophenyl) -2- { (4- 
10 methylbenzoyl) amino) thiazole; 

5- [ (4-methylsulfonyl) phenyl] -4- (4-fluorophenyl) -2- 

(phenylacety 1 ) aminothiazole ; 
2- ( (4-chlorophenoxy)met]iyl)-4-(4-fluorophenyl) -5-[ (4- 

methylsulfonyl) phenyl] thiazole; 

15 

2- (2-chlorophenyl)-4-phenyl-5-[ (4- 

methylsulf onyl ) phenyl] thiazole; 
2- {2-chlorophenyl) -4- ( 3 -f luoropheny 1) -5- [ (4- 

methylsulf onyl ) phenyl ] thiazole ; 
20 4-{2,4-dif luoropheny 1 ) -2 - ( 2 - chloropheny 1 ) - 5 - [ ( 4 - 

methylsulfonyl) phenyl] thiazole; 
2- (2-chlorophenyl) -4- (2-methylphenyl) -S- [ (4- 

methylsulf onyl ) phenyl] thiazole ; 
2- (2-chlorophenyl) -5- [ (4 -methylsulfonyl )'phexiyl] -4- (2- 
25 thienyl ) thiazole; 

2 - { 2 -chloropheny 1 ) -5 - { ( 4 -metly Isulf ony 1 ) pher^ri ] -4 - ( 3 - 

thienyl) thiazole; 
4- (4-fluorophenyl) -5- ( (4-meth/lsulfonyl)pheiQrl] -2- (4- 

pyridyl) thiazole; 
30 2- (2-chlorophenyl) -4- (2-chlorophenyl) -5- [ (4- 

methy Isul f onyl ) phenyl ] thiazole ; 
2- (2-chlorophenyl) -4- (4-chlorophenyl) -5- [ (4- 

methy Isul f ony 1 ) phenyl ] thiazole ; 
2- (2-chlorophenyl) -4- (4-methoxyphenyl) -5-[ (4- 
35 methylsulfonyl ) phenyl] thiazole; 

2- {3-chloro-4-f luoropheny 1) -4- (4-fluorophenyl) - 5- [ (4- 
methylsul f onyl ) phenyl ] thiazole ; 
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2- ( (2-thienyl)sulfonylinethyl) -4- {4-fluorophenyl) -5- [ (4- 

methylsulfonyl) phenyl] thiazole; 
2- ( (2-thienyl ) sulf onylbromomethyl) -4- ( 4 -fluor ©phenyl ) - 

5- [ ( 4 -methy Isul f ony 1 ) phenyl ] thiazole ; 
5 2- (2-chlorophenyl) -5- [ (4 -methylsulfonyl) phenyl J -4- (4- 

methy Iphenyl ) thiazole ; 
2- (2-chlorophenyl) -4- (4-f luorophenyl) -5-[ (4- 

methy Isul f onyl ) phenyl ] thiazole ; 

ethyl [4- (4-f luorophenyl) -5- (4-methylsulfonylphenyl) -2- 
10 thiazolyl ] carboxylate ; 

2- (cyanomethyl) -4- (4-f luorophenyl) -5- [ (4- 
methy 1 sul f ony 1 ) pheny 1 ] thiazole ; 
2- ( tert-butyl) -4- (4-f luorophenyl ) -5- [ (4- 
methylsulf onyl) phenyl] thiazole; 
15 [5- [ (4 -methylsulfonyl) phenyl] -4- (4-f luorophenyl) -2- 
thiazolyl] acetic acid; 

4- (4-f luorophenyl) -5- [ ( 4 -metlyl sulf onyl Iphenyl] -2- 
benzyl thiazole; 

20 2- (3- [4-bromophenyl]propyl) -4- (4-fluoropheir/l) ) -5"[ (4- 
methylsul f ony 1 ) phenyl ] thiazole ; 
4- {4-f luorophenyl) -5- [ (4- 

methylsulfonyl) phenyl] thiazole; 
4- (4-f luorophenyl) -5- t (4-metlTylsulf onyDphenyl] -2- 
2 5 t r i f luoromet hy 1 thiazole ; 

4- (4-f luorophenyl) -5- ( (4 -methyl sulf onyDphenyl] -2- (2- 

thieny 1 ) thiazole ; 
4- (4-f luorophenyl) -5- [ (4-metlylsulf onyDphenyl] -2- (5- 
bromo-2-thienyl) thiazole; 
30 4 - ( 4 - f luorophenyl ) - 5 - [ ( 4 -methyl sul f ony 1 ) phenyl ] - 2 - ( 3 - 
pyridyl) thiazole; 

4- (4-f luorophenyl) -5- [ (4-metlTylsulfonyl)pheiyl] -2- 
methyl thiazole; 

4- (4-f luorophenyl) -5- [ ( 4-metlylsulf onyl) phenyl] -2- 
35 benzylaminothiazole; 

4 - ( 4 - f luorophenyl ) -5 - [ ( 4 -methyl sul f ony 1 ) phenyl ] -2 - ( 1 - 
piperidinyl) thiazole; 
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4 - ( 4 - f luoropheny 1 ) -5 - [ ( 4 -methyl sul f ony 1 ) phenyl ] -2 - ( 1 - 

propylamino) thiazoie; 
4 - [ 4 - ( 4 -bromopheny 1 ) -2 - { 2 - chloropheny 1 ) - 5 - 

thiazolyl] benzenesulf onamide; 
5 4- [4- (4-fluorophenyl) -2-phenyl-5- 

thiazolyl ] benzenesulf onamide; 
4- [4- (4-fluorophenyl) -2- (4-methoxyphenyl) -5-• 
thiazolyl] benzenesulf onamide; 
4 - [ 4 - ( 4 - f luoropheny 1 ) -2 - { 4 -chloropheny 1 ) - 5 - 
10 thiazolyl] benzenesulf onamide; 

4- [4- (4-fluorophenyl) -2- (N-hexyl amino) -5- 

thiazolyl] benzenesulf onamide; 
4- [4- { 4-fluorophenyl) -2- (N-methylamino) -5- 

thiazolyl] benzenesulf onamide; 
15 4- [4- (4-fluorophenyl) -2- (N-ethyl amino) -5- 

thiazolyl] benzenesulf onamide; 
4- [4 - (4-fluorophenyl) -2- (N-tert-butylamino) -5- 

thiazolyl] benzenesulf onamide; 
4 - 1 4 - ( 4 - f luoropheny 1 ) -2 - ( N- ( 4 -phenojcypheny 1 ) amino ) - 5 - 
20 thiazolyl] benzenesulf onamide; 

ethyl 4-[[5"t(4-aminosulfonyl)phenyl]-4-(4- 

f luoropheny 1 ) -2 -thiazolyl ] amino] benzoate ; 
etl^l 3- [ [5- [ (4-aminosulfonyl) phenyl] -4- (4- 

f luoropheny 1 ) -2 -thiazolyl ] amino] benzoate ; 
25 4- [4- (4-fluorophenyl) -2- (2-phenylettvl-5- 

thiazolyl ] benzenesulf onamide ; 
4 - [ 4 - ( 4 - f luorophenyl ) -2 - (N- ( 3 , 5 -di chloropheny 1 ) amino ) - 

5-thiazolyl) benzenesulf onamide; 
4- [4- (4-fluorophenyl) -2- (N-butylamino) -5- 
30 thiazolyl] benzenesulf onamide; 

4-[ [5- [ (4-aminosulfonyl) phenyl] -4- (4-fluorophenyl) -2- 

thiazolyl] amino] benzoic acid; 
3- [ [5- [ (4-aminosulfonyl) phenyl] -4- (4-fluorophenyl) -2- 

thiazolyl] amino] benzoic acid; 
35 4- [4- (4-fluorophenyl) -2-ethyl-5- 

thiazolyl ] benzenesul f onamide ; 
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4 - [ 4 - ( 4 - f luoropheny 1 ) -2 - ( 3 -pheny Ipropy 1 ) - 5 - 

thiazolyl) benzenesulf onamide; 
4 - [ 4 - ( 4 - f luoropheny 1 ) -2 - ( { 3 - chlorophenojQ^ ) methyl ) - 

5-thiazolyl ] benzenesulf onamide ; 
5 4-[4-(4-fluorophenyl)-2-(2-inethyl-4-thiazolyl) - 

5-thiazolyl] benzenesulf onamide; 
4 - [ 4 - ( 2 - f luoropheny 1 ) -2 - ( 2 -chloropheny 1 ) -5- 

thiazoly 1 ] benzenesul f onamide ; 
4- [4- (2, 5 -dif luoropheny 1) -2- (2 -chloropheny 1) -5- 
10 thiazolyl] benzenesul f onamide; 

4- [4-(4-fluorophenyl) -2- (2,3,4, 5, 6-pentaf luorophenyl ) - 

5-thiazolyl] benzenesulf onamide; 
4- [4- (4-f luorophenyl) -2- ( ( 2 -chlorophenoxy) methyl) - 

5-thia2olyl] benzenesulf onamide; 
15 4- [4- (2-f luorophenyl) -2- ( ( 3 -chlorophenojc/) methyl) - 

5-thiazolyl] benzenesulf onamide; 
4- [4- (4-f luorophenyl) -2- ( (3, 5-dichlorophenoxy) methyl ) - 

5- thiazolyl ] benzenesulf onamide ; 
4- [4- (2-f luorophenyl) -2- ( {4-methoxypheno3Q^)metlyl) - 
20 5 - 1 hia zo ly 1 ] hexiz ene sul f onamide ; 

4- [4- (4-bromophenyl) -2- {2-chlorophenyl) -5- 

thiazolyl ] benzenesulf onamide ; 
4 - [4 - ( 4 -methylthiophenyl) -2 - (2-chlorophenyl) -5- 

thiazolyl ] l>enzenesulf onamide ; 
25 4-t4-(3 - f luoro-4 -methoxypheny 1 ) - 2 - ( 2 -chloropheny 1 ) - 

5-thiazolyl] benzenesulf onamide; 
4- [4 - (3-chloro-4-metho:QTphenyl) - 2- (2-chlorophenyl) - 

5-thiazolyl ] benzenesulf onamide ; 
4- [4- (3-chloro-4-methylphenyl) -2- (2-chlorophenyl) - 
30 5-thiazolyl] benzenesulf onamide; 

4- [4 - (3-metliyl-4-chlorophenyl) -2- (2-chlorophenyl) - 

5 - thiazolyl ] benzenesul f onamide ; 
4 - [ 4 - ( 3 , 4 -methyl enedioxyphenyl ) - 2 - ( 2 -chlorophenyl ) - 

5-thiazolyl] benzenesulf onamide; • 
35 4- [4- (3 , 5-dif luoro-4-meth05<yphenyl) -2- {2-chlorophenyl) - 

5-thiazolyl] benzenesulf onamide; 
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4- [4- {3, 5-dichloro-4-inethoxyphenyl) -2- (2-chlorophenyl) - 

5 - thiazoly 1 ] benzenesulf onamide ; 
4 - [ 4 - ( 4 - f luorophenyl ) -2 - ( di f luoromethyl ) - 

5-thiazolyl ] benzenesulf onamide ; 
5 4- [4- {4-f luorophenyl) -2- (methylthio) -5- 

thiazoly 1 ] benzenesulf onamide; 
4- [4- {4-f luorophenyl) -2- (phenylthio) -5- 

thiazolyl ) benzenesulf onamide; 
4- [4- (4-f luorophenyl) -2- { (3-fluorophenyl) thio) - 
10 5 -thiazolyl] benzenesulf onamide; 

4 - [4 - (4-f luorophenyl) -2- ( {3-chlorophenyl) thio) - 

5-thiazolyl] benzenesulf onamide; 
4- [4- (4-f luorophenyl) -2- ( (3-bromophenyl) thio) -5- 

thiazolyl] benzenesulf onamide; 
15 4-14- (4-f luorophenyl) -2- ( (3, 5 -dif luorophenyl) thio) - 

5-thiazolyl] benzenesulf onamide; 
4- [4- {4-f luorophenyl) -2- ( (3 , 5-dichlorophenyl) thio] - 

5-thiazolyl ] benzenesul f onamide ; 
4- [4- (4-f luorophenyl) -2- [ (4-f luorophenyl) thio] - 
20 5-thiazolyl] benzenesulf onamide; 

4- [4- (4-f luorophenyl) -2- t (4-chlorophenyl) thio] - 

5-thiazolyl ] benzenesulf onamide; 
4- [4- (4-f luorophenyl) -2- [ (4-bromophenyl) thio] -5- 

thiazolyl ] benzenesulf onamide ; 
25 4 - ( 4 - ( 4 - f luorophenyl ) -2 - ( { 4 -methy Ipheny 1 ) thio ) - 

5-thiazolyl] benzenesulf onamide; 
4- [4- (4-f luorophenyl) -2- (benzylthio) -5- 

thiazolyl ] benzenesulf onamide ; 
4- [4- (4-f luorophenyl) -2- ( (3-fluorobenzyl) thio) -5- 
30 thiazolyl] benzenesulf onamide; 

4- [4- (4-f luorophenyl) -2- ( (3-chlorobenzyl) thio) - 

5-thiazolyl] benzenesulf onamide; 
4 - [ 4 - ( 4 - f luorophenyl ) -2 - ( ( 3 -bromobenzy 1 ) thio ) - 5 - 

thiazolyl] benzenesulf onamide; 
35 4- [4- (4-f luorophenyl) -2- { (3 , 5-dif luorobenzyl) thio) - 

5-thiazolyl] benzenesulf onamide; 
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4- [4- (4-f luorophenyl) -2- ( (3 , 5-dichlorobenzyl) thio) - 

5-thiazolyl] benzenesulf onamide; 
4- [4- (4-f luorophenyl) -2- { (4-f luorobenzyl) thio) - 

5-thiazolyl] benzenesulf onamide; 
5 4- [4- (4-f luorophenyl) -2- ( (4-chlorobenzyl) thio) - 

5-thiazolyl] benzenesulf onamide; 
4- [4- {4-f luorophenyl) -2- ( {4-bromobenzyl) thio) -5- 

thiazolyl] benzenesulf onamide; 
4- [4- (4-f luorophenyl) -2- ( (4-methylbenzyl) thio) - 
10 5-thiazolyl ] benzenesulf onamide ; 

4 - [ 4 - ( 4 - f luorophenyl ) -2 - ( ethylsul f ony 1 ) - 5- 

thiazolyl] benzenesulf onamide; 
4- [4- (4-f luorophenyl) -2- (methylsulf onyl) -5- 

thia zoly 1 ) benzenesul f onamide ; 
15 4- [4- (4-f luorophenyl) -2- (phenylsulfonyl) -5- 

thia zoly 1] benzenesulf onamide; 
4- [4- (4-f luorophenyl) -2- ( (3-f luorophenyl) sulf onyl) - 

5-thiazolyl) benzenesulf onamide; 
4 - [ 4 - ( 4 - f luorophenyl ) -2 - ( ( 3 -chlorophenyl ) sulf ony 1 ) - 
20 5-thiazolyl ] benzenesulf onamide ; 

4- [4- {4-f luorophenyl) -2- ( (3-bromophenyl) sulf onyl) - 

5-thiazolyl ] benzenesulf onamide ; 
4- [4- (4-f luorophenyl) -2- ( (3, 5-dif luorophenyl) sulfonyl) - 

5-thiazolyl] benzenesulf onamide; 
25 4- [4 - (4-f luorophenyl) -2 - ( (3 , 5-diclilorophenyl) sulfonyl) - 

5-thiazolyl] benzenesulf onamide; 
4- [4- (4-f luorophenyl) -2- { (4-f luorophenyl) sulfonyl) - 

5-thiazolyl] benzenesulf onamide; 
4- [4- (4-f luorophenyl) -2- ( (4-chlorophenyl) sulf onyl) - 
30 5-thiazolyl] benzenesulf onamide; 

4- [4- (4-f luorophenyl) -2- ( ( 4 -bromophenyl) sulfonyl) - 

5-thiazolyl ] benzenesulf onamide ; 
4- [4- (4-f luorophenyl) -2- { (4-methylphenyl) sulf onyl) - 

5-thiazolyl] benzenesulf onamide; 
35 4- [4- (4-f luorophenyl) -2- (benzylsulfonyl) -5- 

thiazolyl ] benzenesul f onamide ; 
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4 - [ 4 - ( 4 - f luoropheny 1 ) • 2 - ( ( 3 - f luorobenzy 1 ) sul f ony 1 ) - 

S-thiazolyllbenzenesulfonamide; 
4- [4- (4-fluorophenyl) -2- ( O-chlorobenzyl) sulf onyl) - 

5-thiazolyl] benzenesulf onamide; 
5 4- [4- (4- f luoropheny 1) -2- { (3-bramobenzyl)sulfonyl) - 

5"thiazolyl ] benzenesulf onamide; 
4- [4* (4-f luoropheny 1) -2- ( (3, S-dif luorobenzyl) sulfonyl) - 

5-thiazolyl] benzenesulf onamide; 
4- [4- (4-fluorophenyl) -2- ( (3,5-dichlorobenzyl) sulfonyl) - 
10 5-thiazolyl] benzenesulfonamide; 

4- [4- ( 4- f luoropheny 1) -2- { (4-f luorobenzyl) sulf onyl) - 

5-thiazolyl] benzenesulf onaitiide; 
4- [4- {4-f luorophenyl) -2- ( (4-chlorobenzyl) sulf onyl) - 

5-thiazolyl] benzenesulf onamide; 
15 4 - [ 4 - { 4 - f luoropheny 1 ) -2 - ( ( 4 -bromobenzy 1 ) sul f ony 1 } - 

5-thiazolyl] benzenesulf onamide; 
4- [4- (4-f luorophenyl) -2- | {4-methylbenzyl) sulf onyl) - 

5-thiazolyl] benzenesulf onamide; 
4- [4- (4-fluorophenyl) -2- {f luoromethylsulfonyl) - 
20 5-thiazolyl] benzenesulf onamide; 
4- [4- (4-f luorophenyl) -2- (acetyl) -5- 

thiazolyl] benzenesulf onamide; 
4- [4- (4-f luorophenyl) -2- (trif luoroacetyl) -5- 

thiazolyl ] benzenesulfonamide ; 
25 4- [4- (4-f luorophenyl) -2- (benzoyl) -5- 

thiazolyl] benzenesulf onamide; 
4- [4- (4-fluorophenyl) -2- (3-f luorobenzcyl) -5- 

thiazolyl ] benzenesulfonamide; 
4- 14- (4-fluorophenyl) -2- (3-chlorobenzoyl) -5- 
30 thiazolyl] benzenesulf onamide; 

4- [4- {4-fluorophenyl) -2- (3-bromobenzoyl) -5- 

thiazolyl] benzenesulf onamide; 
4- [4- (4-fluorophenyl) -2- (3, 5 -dif luorobenzcyl) - 5- 

thiazolyl ] benzenesulfonamide ; 
35 4- [4- (4-fluorophenyl) -2- (3, 5-dichlorobenzpyl) -5- 

thiazolyl] benzenesulf onatoiide; 
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4- [4 - (4-f luorophenyl) -2- (4-f luorobenzoyl) -5- 

thiazolyl ] benzenesulf onamide ; 
4- [4- (4-f luorophenyl) -2- (4-chlorobenzoyl) -5- 
thiazolyl] benzenesulfoncunu.de; 
5 4- [4- (4-f luorophenyl) -2- (4-broinoben2oyl) -5" 
thiazolyl] benzenesulf onandde; 
4- [4- (4-f luorophenyl) -2- {4-methylbenzayl) -5- 

thiazolyl] benzenesulf onamide; 
methyl [5- [ (4-aminosulfonyl) phenyl] -4- {4-f luorophenyl) - 
10 2-thiazolyl] carboxylate; 

ethyl [5- [ ( 4-aminosulfonyl) phenyl] -4- (4-f luorophenyl) - 

2-thiazolyl] carboj^late; 
propyl [5- [ (4-aminosulfonyl) phenyl] -4- (4-f luorophenyl) - 
2-thiazolyl] carboxylate; 
15 butyl [5- [ ( 4-aminosulfonyl) phenyl] -4- (4-f luorophenyl) - 
2-thiazolyl] carboxylate; 
4- [4- (4-f luorophenyl) -2- (tydroxymethyl) -5- 

thiazolyl] benzenesulf onamide; 
4- [4- (4-f luorophenyl) -2- (methojcymetlyl) -5- 
20 thiazolyl] benzenesulf onamide; 

4- [4- (4-f luorophenyl) -2- (phenoxymetlyl) -5- 

thiazolyl] benzenesulf onamide; 
4- [4- (4-f luorophenyl) -2- (3-f luorophenoxymethyl) - 
5 -thiazolyl] benzenesulf onamide; 
25 4-[4-(4-f luorophenyl ) -2 - { 3 -chlorophenoxymetl^l ) - 
5 -thiazolyl ] benzenesulf onamide ; 
4- [4- (4-f luorophenyl) -2- (3 -bromophenoxymetl^l) - 

5-thiazolyll benzenesulf onamide; 
4- [4- {4-f luorophenyl) -2- {3, 5 -dif luorophenoxymethyl) - 
30 5 -thiazolyl] benzenesulf onamide; 

4- [4- (4-f luorophenyl) -2- (3, 5-dichlorophenoxymethyl) - 

5 - thiazolyl ] benzenesul f onamide ; 
4- [4- (4-f luorophenyl) -2- (4-f luorophenoxymetlyl) - 
5-thiazolyl] benzerlesulf onamide; 
35 4 - [ 4 - { 4 - f luorophenyl ) -2 - ( 4 ^chloropheno^Qonethy 1 ) - 
5-thiazolyl ] benzenesulf onamide ; 
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4 - [ 4 " { 4 - f luoropheny 1 ) - 2 - { 4 -bromopheno^Qanethy 1 ) - 5 - 

thiazolyl ] benzenesulf onamide ; 
4- [4- (4-f luoropheny 1) -2- {4-inethylphenoxymethyl) -5- 
thiazolyl ) benzenesulf onamide ; 
5 4- [4 - (4-f luorophenyl ) -2- (benzyloj^ethyl) -5- 
thiazolyl] benzenesulf onamide ; 
4 - [4 - {4-f luorophenyl) -2- (cyanomethyl) -5- 

thiazolyl ] benzenesulf onamide ; 
4- [4- {4-f luorophenyl) -2- (2-quinolylmethyloxymethyl) -5- 
10 thiazolyl] benzenesulf onamide; 

4- [4- (4-f luorophenyl) -2- (2-naphthylmethyloxymethyl) -5- 

thiazolyl ] benzenesulf onamide ; 
4- [4- (4-f luorophenyl) -2- (N-phenylaminocarbonyl) -5- 
thia zoly 1 ] benzenesul f onamide ; 
15 4- [4- (4-fluorophenyl) -2- [ (3- 

f luoropheny 1 ) aminocarbonyl ] -5- 
thiazolyl ] benzenesulf onamide; 
4- [4- (4-f luorophenyl ) -2- [ (3- 

chlorophenyl ) aminocarbonyl] -5- 
20 thiazolyl] benzenesulf onamide; 

4- [4- (4-f luorophenyl) -2- [ ( 3 -bromophenyl) aminocarbonyl] - 

5 -thiazolyl] benzenesulf onamide; 
4- [4- {4-f luorophenyl) -2- [{3,5- 
dif luorophenyl ) aminocarbonyl] -5- 
25 thiazolyl] benzenesulf onamide; 

4- [4- (4-f luorophenyl) -2- [(3,5- 

dichlorophenyl) aminocarbonyl] -5- 
thia zoly 1] benzenesulf onamide; 
4- [4- (4-f luorophenyl) -2- [ (4- 
3 0 f luorophenyl ) aminocarbonyl ] -5- 
thiazolyl] benzenesulf onamide; 
4- [4- (4-f luorophenyl) -2" [ (4- 
chlorophenyl ) aminocarbonyl] -5- 
thiazolyl] benzenesulf onamide; 
35 4- [4- (4-f luorophenyl) -2- [ (4-bromophenyl)aminocarbonyl] - 
5 -thiazolyl] benzenesulf onamide; 
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4- [4-(4-fluorophenyl)-2-[ (4- 

methylphenyl ) aminocarbonyl] -5- 
thiazolyljbenzenesulfonamide; 
4- [4- (4-f luorophenyl) -2- (benzylaminocarbonyl) -5- 
5 thiazolyl ] benzenesulf onamide ; 
4- [4- (4-f luorophenyl) -2- ( (3- 

f luorobenzyl ) aminocarbonyl ) -5- 
thiazolyl ] benzenesulf onamide; 
4- [4- (4-f luorophenyl ) -2- { (3- 
10 chlorobenzyl ) aminocarbonyl ) -5- 

thiazolyl ] benzenesulf onamide; 
4- [4- (4-f luorophenyl) -2- ( ( 3 -bromobenzyl) aminocarbonyl ) - 

5-thiazolyl] benzenesulf onamide; 
4- [4- (4-f luorophenyl ) -2- { (3 , 5- 
15 dif luorobenzyl) aminocarbonyl) -5- 
• thiazolyl] benzenesulf onamide; 
4- [4- (4-f luorophenyl) -2- ( (3 , 5- 

di chlorobenzyl ) aminocarbonyl ) -5- 
thiazolyl] benzenesulf onamide; 
20 4-[4-(4-fluorophenyl)-2-( (4- 

f luorobenzyl ) aminocarbonyl ) -5- 
thiazolyl ] benzenesulf onamide; 
4- [4- (4-f luorophenyl) -2- ( {4- 

chlorobenzyl) aminocarbonyl) -5- 
25 thiazolyl] benzenesulf onamide; 

4- [4- (4-f luorophenyl) -2- ( (4-bromobenzyl) aminocarbonyl ) - 

5-thiazolyl] benzenesulf onamide; 
4 - [ 4 - ( 4 - f luorophenyl ) -2 - ( ( 4 - 

methylbenzyl ) aminocarbonyl ) -5- 
3 0 thiazolyl ] benzenesulf onamide ; 

4 - [4- (4-f luorophenyl) -2- (benzoylamino) -5- 

thiazolyl] benzenesulf onamide; 
4- [4- (4-f luorophenyl) -2- ( (3-fluorobenzoyl) amino) -5- 
thiazolyl] benzenesulf onamide; 
35 4 - [ 4 - ( 4 - f luorophenyl ) -2 - ( ( 3 -chlorobenzoy 1 ) amino ) - 5 - 
thiazolyl] benzenesulf onamide; 
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4- [4- (4-f luorophenyl) -2- ( (3-bromobenzoyl)ainino) -5- 

thiazolyl ] benzenesulf onamide; 
4- [4- (4-fluorophenyl> -2- ( {3, 5-dif luorobenzpyl) amino) -5- 

thiazolyl ] benzenesulf onamide; 
5 4- [4- (4'-f luorophenyl) -2- ( {3, 5-dichlorobenzoyl)amino) -5- 

thiazolyl] benzenesulf onamide; 
4- [4- (4-f luorophenyl) -2- ( {4"fluorobenzoyl)amino) - 

5-thiazolyl ] benzenesulf onamide; 
4- [4- (4-f luorophenyl) -2- ( {4-chlorobenzoylamino) - 
10 5-thiazolyl] benzenesulf onamide; 

4- [4- (4-f luorophenyl) -2- ( {4-bromobenzoyl)amino) - 

5-thiazolyl] benzenesulf onamide; 
4- [4- (4-f luorophenyl) -2- ( (4-methylbenzoyl) amino) - 

5-thiazolyl ] benzenesulf onamide ; 
15 4- (4- {4-f luorophenyl) -2- (phenylacetyl ) amino-5- 

thiazoly 1 ] benzenesul f onamide ; 
4- [2- ( (4-chloropheno3Qr) methyl) -4- (4-f luorophenyl) -5- 

thiazolyl ] benzenesulf onamide; 
4-12 - {2-chlorophenyl) -4 -phenyl - 
20 5-thiazolyl ] benzenesulf onamide; 

4- [2- (2-chlorophenyl) -4- (3 -f luorophenyl) - 

5-thiazolyl ] benzenesulf onamide; 
4 - 1 4 - ( 2 , 4 -di f luorophenyl ) -2 - ( 2 -chloropheny 1 ) - 

5-thiazolyl] benzenesulf onamide; 
25 4 - [ 2 - ( 2 -chloropheny 1 ) -4 - { 2 -metlylpheny 1 ) - 

5-thiazolyl ] benzenesulf onamide ; 
4- [2- {2-chlorophenyl) -4- (2-tlaienyl) -5- 

thiazolyl] benzenesulf onamide; 
4- [2 - ( 2-chlorophenyl > -4 - {3 -thienyl) -5- 
30 thiazolyl] benzenesulf onamide; 

4- [4- {4-f luorophenyl) -2- (4-pyricfyl) -5- 

thiazolyl ] benzenesulf onamide; 
4 - [ 2 - ( 2 -chloropheny 1 ) -4 - ( 2 -chloropheny 1 ) - 

5-thiazolyl] benzenesulf onamide; 
35 4- [2- ( 2 ^chloropheny 1) -4- (4-chlorophenyl) - 

5-thiazolyl] benzenesulf onamide; 
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4- [ 2 - ( 2 -chlorophenyl ) -4- { 4-methoxyphenyl ) - 

5-thia2olyl] benzenesulf onamide; 
4- [2- (3-chloro-4-f luorophenyl) -4- (4-f luorophenyl) * 

5 -thiazolyl] benzenesulf onamide; 
5 4- [2- ( (2-thienyl) sulfonylmetl^l) -4- (4-f luorophenyl) - 

5 -thiazolyl] benzenesulf onamide; 
4- [2- { (2"thienyl) sulf onylbromomethyl) -4- (4- 

f luorophenyl ) -5-thiazolyl ] benzenesulf onamide ; 
4- [2- (2 -chlorophenyl) -4- (4-mettylphenyl) -5- 
10 thiazolyl) benzenesulf onamide; 

ethyl [4- {4-f luorophenyl) -5- [ (4-aminosulfonyl) phenyl ] - 

2-thiazolyl] carboxylate; 
4- [2- (cyanomethyl) -4- (4-f luorophenyl) ^5- 

thiazolyl ] benzenesulf onamide; 
15 4- [2- ( tert-butyl) -4- {4-f luorophenyl) -5- 

thiazolyl ] benzenesulf onamide; 
4- [4- {4-f luorophenyl) -2-benzyl-5- 

thiazolyl] benzenesulf onamide; 
4- [2- (3- [ 4 -bromophenyl] propyl) -4- (4-f luorophenyl) ) -5- 
2 0 thiazolyl ] benzenesul f onamide ; 

4- [4- (4-f luorophenyl) -5-thiazolyl]benzenesulfonamide; 
4- [4- {4-f luorophenyl) -2-trifluoromethyl-5- 

thiazolyl ] benzenesulf onamide ; 
4- (4- (4-f luorophenyl) -2- {2-thienyl) -5- 
25 thiazolyl] benzenesulf onamide; 

4- [4- (4-f luorophenyl) -2- (5-bromo-2-thienyl) -5- 

thiazolyl ] benzenesulf onamide ; 
4- [4- {4-f luorophenyl) -2- (3-pyri<fyl) -5- 

thiazolyl ] benzenesulf onamide; 
30 4- [4- (4-f luorophenyl) -2-methyl-5- 

thiazolyl] benzenesulf onamide; 
4- [4 - (4 -chlorophenyl) -2 -methyl -5- 

thiazolyl ] benzenesulf onamide; 
4- [4- (3-f luoro-4-methoxyphenyl) -2-methyl-5- 
35 thiazolyl] benzenesulf onamide; 

4 - [ 4 -phenyl -2 -methyl-5 - thiazolyl ] benzenesulf onamide ; 
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4- [4- (4-f luorophenyl) -2-benzylainino-5- 

thiazolyl] benzenesulf onamide; 
4- [4- (3-f luoro-4-meth03cyphenyl) -2-benzylainino-5- 

thiazolyl] benzenesulf onamide; 
5 4- [4- (4-f luorophenyl) -2- (1-piperidinyl) -5- 

thiazolyl ] benzenesulf onamide ; 
4- [4- (4-f luorophenyl) -2 - (l-propylamino) -5- 

thiazolyl ] benzenesulf onamide; 
4- [4- (4-f luorophenyl) -2- (2-chlorophenyl) thiazol-5- 
10 yl] benzenesulf onamide; 

4- [4- (4-f luorophenyl) -2- ( (3, 5-dichlorophenoxy)metl^l) 

-5-thiazolyl] benzenesulf onamide; 
4- [ (4-metl^lsulfonyl) phenyl] -5- (4-f luorophenyl) -2- 

(trif luoromethyl) thiazole; 
15 4- [ ( 4 -methylsulfonyl) phenyl] -5- {4-chlorophenyl) -2- (2- 

chlorophenyl ) thiazole ; 
4 - ( ( 4-metliylsulf onyl ) phenyl ] - 5- ( 4-metho5QTphenyl ) -2 - { 2 - 

chlorophenyl ) thiazole ; 
4- [ (4-methylsulfonyl) phenyl] -5- (4-methylphenyl) -2- (2- 
20 chlorophenyl ) thiazole ; 

4 - [ ( 4 -methylsulf ony 1 ) phenyl ] -5- ( 4-bromophenyl ) -2 - ( 2 - 

chlorophenyl) thiazole; 
4- [ (4-methylsulf onyDphenyl] -5- (4-methylthiophenyl) -2- 

(2 -chlorophenyl) thiazole; 
25 4- t (4-methylsulfonyl)phenyll-5-(3-fluoro-4- 

methojQ^heny 1 ) -2 - ( 2-chlorophenyl ) thiazole ; 
4-[ (4"'methylsulfonyl) phenyl] -5-(3-chloro-4- 

methoxyphenyl) -2- (2-chlorophenyl) thiazole; 
4- [ ( 4^metlylsulf onyl ) phenyl] -5- (3-chloro-4- 
30 methylphenyl ) -2- ( 2 -chlorophenyl ) thiazole ; 
4 - [ ( 4 -methylsulfonyl) phenyl] -5- (3-metl1yl-4- 
chlorophenyl ) -2- ( 2-chlorophenyl ) thiazole ; 
4- [ (4 -methylsulfonyl) phenyl] -5- (3, 4- 
methyl€n€dio3Q^phenyl) -2- (2-chlorophenyl) thiazole; 
35 4-[ (4-methylsulfonyl)phenyl]-5- (3,5-difluoro-4- 

methoxyphenyl) -2- (2-chlorophenyl ). thiazole; 



wo 96/03392 



PCT/US95/09444 



32 

4- ( ( 4 -met hylsulfonyl) phenyl] -5- {3 , 5-dichloro-4- 

methoxypheny 1 ) -2 - (2-chlorophenyl ) thiazole; 
4 - [ ( 4 -methyl sul f onyl ) phenyl ] -5- ( 4 - f luoropheny 1 ) -2 - 
methyl thiazole ; 
5 4-{ (4-methylsulfonyl)phenyl]-5-(3-fluoro-4- 

methoxyphenyl) -2- {2-methyl-4-thiazolyl) thiazole; 
4- [ (4-methylsulfonyl)phenyl] -5- (4-f luorophei^l) -2- 
(dif luoromethyl ) thiazole; 

4-[ (4-methylsulfonyl)phenyl]-5-(4-fluorophenyl) -2- 
10 (methylthio) thiazole; 

4-[ (4-m€thylsulfonyl)phenyl]-5-(4-fluorophenyl) -2- 

(phenylthio) thiazole; 
4- [ {4-methylsulfonyl)phenyl] -5- { 4- f luoropheny 1) -2- (3- 
f luoro-phenylthio) thiazole ; 
15 4 - [ ( 4-methylsulfonyl) phenyl] -5- (4- f luoropheny 1) -2 - (3- 
chloro-phenylthio) thiazole; 
4 - [ ( 4 -methyl sul f onyl ) phenyl ] -5- { 4 - f luoropheny 1 ) -2 - ( 3 - 

bromo-phenylthio) thiazole; 
4- [ {4-methylsulfonyl) phenyl] -5- (4-f luorophenyl) -2- (3 , 5- 
20 dif luoro-phenylthio) thiazole; 

4- [ ( 4 -metl^lsulf onyl) phenyl] -5- {4-f luorophenyl) -2- (3,5- 

dichloro-phenylthio) thiazole; 
4- [ (4-metl:^lsulfonyl)phenyl] "5- (4-f luorophenyl) -2- (4- 
f luoro-rphenylthio) thiazole; 
25 4- [ (4-methylsulfonyl) phenyl] -5- (4-f luoropheny 1) -2- (4- 
chloro-phenylthio) thiazole; 
4- [ (4-methylsulfonyl) phenyl] -5 - (4-f luoropheivD -2- (4- 
bromo-phenylthio) ttiiazole; 
4- [ (4-methylsulfonyl) phenyl] -5 - (4-f luorophenyl) -2- (4- 
30 methyl-phenylthio) thiazole; 

4-[ (4-metlvlsulfonyl)phenyl]-5-(4-fluorophenyl) -2- 

(benzylthio) thiazole; 
4- [ (4-methylsulfonyl) phenyl] -5- (4-f luorophenyl) -2- (3- 

f luorobenzylthio) thiazole; 
35 4- [ (4-methylsulfonyl) phenyl] -5- {4-f luorophenyl) -2- (3- 

chlorobenzylthio) thiazole; 
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4- [ (4-inethylsulf onyDphenyl] -5- (4-f luorophenyl) -2- (3- 

bromobenzylthio) thiazole; 
4- [ (4-methylsulfonyl) phenyl] -5- {4-f luorophenyl) -2 - (3,5- 

dif luorobenzylthio) thiazole; 
5 4 - [ {4-inethylsulfonyl)phenyl] -5- (4-f luorophenyl) -2- (3,5- 

dichlorobenzylthio) thiazole; 
4- [ ( 4 -methylsulfonyl) phenyl] -5- (4-f luorophenyl) -2- (4- 

f luorobenzylthio) thiazole; 
4- [ (4 -methylsulfonyl) phenyl] -5- (4-f luorophenyl ) -2- (4- 
10 chlorobenzylthio) thiazole; 

4- [ ( 4 -itietlvlsulfonyl) phenyl] -5- (4-f luorophenyl) -2- (4- 

bromobenzylthio) thiazole; 
4- [ (4 -methylsulfonyl) phenyl] -5- (4-f luorophenyl) -2- (4- 
methylb€nzylthio) thiazole; 
15 4 - [ ( 4 -metl:^lsulfonyl) phenyl] -5 - {4-f luorophenyl) -2- 

{ ethylsulfonyl ) thiazole ; 
4- [ ( 4 -metl^lsulfonyl) phenyl] -5- (4-f luorophenyl) -2- 

(methylsulf onyl ) thiazole ; 
4- [ ( 4 -meth/lsulfonyl) phenyl] -5- (4-f luorophenyl) -2- 
20 (phenylsulforyl) thiazole; 

4- t (4-methYlsul f onyl) phenyl] -5- {4-fluorophenyl) -2- (3- 

f luorophenyl sulf onyl ) thiazole; 
4- [ (4 -methylsulfonyl) phenyl) -5- (4-fluorophenyl) -2- (3- 

chlorophenyl sulf onyl ) thiazole ; 
25 4- [ (4-metlrylsulfonyl)phenyl] -5- (4-fluorophenyl) -2- (3- 

bromophenyl sulf onyl ) thiazole ; 
4- [ (4-metlylsulfonyl) phenyl] -5- (4-f luorophei^l) -2- (3,5- 

difluorophenylsulf onyl) thiazole; 
4- [ (4-mettQrisulfonyl)phenyl] -5- (4-fluorophenyl) -2 - (3 , 5- 
30 dichlorophenylsulfonyl) thiazole; 

4- [ (4-metlylsulfonyl)phenyl]-5- (4-f luorophenyl) -2- (4- 

f luorophenylsulf onyl ) thiazole; 
4- [ ( 4 -metl^lsulfonyl) phenyl] -5- {4-fluorophenyl) -2- (4- 

chlorophenyl sulf onyl ) thiazole ; 
35 4- [ (4-methylsulfonyl)phenyl] -5- (4-f luorophenyl) -2- (4- 

bromophenylsulfonyl ) thiazole; 
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4- [ ( 4 -methylsulfonyl) phenyl] -5- (4-f luorophenyl) -2-(4- 

methylphenylsulfonyl) thiazole; 
4- [ ( 4 -methylsulfonyl) phenyl) -5- (4-f luorophenyl) -2 - 

( ben zylsulfonyl) thiazole; 
5 4- t (4 -methylsulfonyl) phenyl] -5- (4-f luorophenyl) -2- (3 - 

fluorobenzylsulfonyl) thiazole; 
4- [ (4-inethylsulfonyl) phenyl] -5- (4-f luorophenyl) -2- (3- 

chlorobenzylsulf onyl ) thiazole ; 
4 - t ( 4 -methyl sul f ony 1 ) phenyl ] - 5 - ( 4 - f luorophenyl ) - 2 - ( 3 - 
10 bromobenzyl sul f onyl ) thiazole; 

4- [ ( 4 -met t^l sul f onyl) phenyl] -5- (4-f luorophenyl) -2- (3 , 5- 

di f 1 uorobenzy 1 sul f ony 1 ) thiazol e ; 
4- [ (4 -methylsulfonyl) phenyl] -5- (4-f luorophenyl) -2- (3 , 5- 

dichlorobenzylsulf onyl ) thiazole; 
15 4- [ (4-met]:Qrlsulf onyl) phenyl] -5- (4-f luorophenyl) -2 - (4- 
f luorobenzylsulfonyl) thiazole; 
4- [ (4 -methylsulfonyl) phenyl] -5- (4-f luorophenyl) -2- (4- 

chlorobenzylsulfonyl) thiazole; 
4- [ (4 -methylsulfonyl) phenyl] -5- (4-f luorophenyl) -2- (4- 
2 0 bromobenzyl sul f onyl ) thiazole ; 

4- [ ( 4 -metlylsulfonyl) phenyl] -5- (4-f luorophenyl) -2- (4- 

methylbenzylsulf onyl ) thiazole; 
4- [ (4-methylsulfonyl)phenyl] -5- (4-f luorophenyl) -2- 

( f luoromethylsulf onyl ) thiazole; 
25 4- [ (4 -methylsulfonyl) phenyl] -5- (4-f luorophenyl) -2- 

{ acetyl) thiazole; 
4- [ (4 -methylsulfonyl) phenyl] -5- (4-f luorophenyl) -2- 

(trifluoroacetyl) thiazole; 
4- t (4 -methylsulfonyl) phenyl] -5- (4-f luorophenyl ) -2- 
30 (benzoyl) thiazole; 

4- [ (4-methylsulfonyl)phenyl] -5- (4-f luorophenyl) -2- (3- 

fluorobenzoyl) thiazole; 
4- [ (4-mettvlsulfonyl)phenyl] -5- (4-f luorophenyl) -2- (3- 

chlorobenzoyl) thiazole; 
35 4- [ (4 -methylsulfonyl) phenyl] -5- (4-f luorophenyl) -2- (3- 

bromobenzoyl ) thiazole; 
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4-[ (4-methylsulfonyl)phenyl] -5- {4-f luorophenyl) -2- (3 , 5- 
dif luorobenzoyl ) thiazole; 

4- [ {4-inetl^lsulfonyl)phenyl] -5- (4-fluorophenyl) -2- (3, 5- 
dichlorobenzpyl ) thiazole; 

5 4- [ {4-methylsulfonyl) phenyl] -5- (4-f luorophenyl) -2- (4- 
f luorobenzoyl ) thiazole; 
4- [ (4-methylsulfonyl)phenyl] -5- (4-fluorophenyl) -2- (4- 

chlorobenzoyl ) thiazole; 
4- [ (4-methylsulfonyl)phenyl] -5- (4-fluorophenyl) -2- (4- 
10 bromobenzoyl) thiazole; 

4- [ ( 4 -methylsulfonyl) phenyl] -5- (4-f luorophenyl ) -2- (4- 

methylbenzoyl) thiazole; 
[4- [ (4-inethylsulfonyl) phenyl] -5- (4-f luorophenyl) -2- 
thiazolyl] acetic acid; 
15 [4- 1 (4 -methylsulfonyl) phenyl] -5- (4-f luorophenyl) -2- 
thiazolyl] propanoic acid; 
[4- [ (4-inethylsulfonyl)phenyl] -5- (4-fluorophenyl) -2- 

thiazolyl]butanoic acid; 
[4- [ (4-inetl^lsulfonyl)phenyl] -5- {4-f luorophenyl) -2- 
20 thiazolyl ]pentanoic acid; 

4- [ (4 -methylsulfonyl) phenyl] -5- (4-fluorophenyl) -2- 

(hydroxymethyl) thiazole; 
4- [ {4-methylsulfonyl) phenyl] -5- (4-fluorophenyl) -2- 
(meth03<ymethyl) thiazole; 
25 4- [ {4-methylsulfonyl) phenyl] -5- (4-fluorophenyl) -2- 
(phenylo^Q^ethyl ) thiazole ; 
4- [ (4-methylsulfonyl)phenyl] -5- (4-fluorophenyl) -2- (3- 

fluorophenylojQTOethyl) thiazole; 
4- [ (4-methylsulfonyl) phenyl] -5- (4-f luorophenyl) -2- (3- 
3 0 chlorophenylojQonethyl ) thiazole ; 

4- [ (4 -methylsulfonyl) phenyl] -5- (4-f luorophenyl) -2- (3- 

bromophenyloxymethyl) thiazole; 
4 - [ ( 4 -methyl sul f ony 1 ) phenyl ] - 5 - ( 4 - f luorophenyl ) - 2 - { 3 , 5 - 
difluorophenyloxymethyl) thiazole; 
35 4- [ (4-methylsulfonyl)phenyl] -5- (4-f luorophenyl) -2- (3 , 5- 
dichlorophenylojQonethyl r thiazole ; 
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4- [ {4-inethylsulfonyl) phenyl] -5- (4-f luorophenyl) -2- (4- 

f luorophenyloxymethyl ) thiazole ? 
4- [ ( 4 -methylsulfonyl) phenyl] -5- (4-f luorophenyl) -2- ( 4- 
chlorophenyloxymethyl ) thiazole ; 
5 4- [ (4 -methylsulfonyl) phenyl] -5- (4-f luorophenyl) -2- (4- 
bromopheny lo3Qrmetl^l ) thiazole ; 
4- [ (4 -methylsulfonyl) phenyl] -5- (4-f luorophenyl) -2- (4- 

methylphenyloxymethyl ) thiazole; 
4- [ (4 -methylsulfonyl) phenyl] -5- (4-f luorophenyl) -2- 
10 (benzyloxymethyl) thiazole; 

4- [ (4-methylsulfonyl) phenyl] -5- (4-f luorophenyl) -2- 

( cyanomethyl ) thiazole ; 
4- [ (4 -methylsulfonyl) phenyl] -5- (4-f luorophenyl) -2- (2- 
quinolylmethyloxymethyl) thiazole; 
15 4- [ (4-methylsulfonyl) phenyl] -5- (4-f luorophenyl) -2- (2- 
naphthylmethyloxymetl^l ) thiazole ; 
4- [ (4-metl^lsulfonyl) phenyl] -5- (4-fluorophenyl) -2- (N- 

phenyiaminocarbonyl ) thiazole; 
4- [ (4 -methylsulfonyl) phenyl] -5- {4-f luorophenyl) -2- [ (3- 
2 0 f luorophenyl ) aminocarbony 1 ] thiazole ; 

4-[ (4-methylsulfonyl)phenyl] -5- (4-fluorophenyl) "2- [ (3- 

chloropheny 1 ) aminocarbonyl ] thiazole ; 
4- t (4-methylsulfonyl)phenyl] -5- {4-f luorophenyl) -2- [ (3- 
bromophenyl) aminocarbonyl] thiazole; 
25 4- [ (4-metl^lsulfonyl) phenyl] -5- {4-f luorophenyl) -2- 
[ (3 , 5 -dif luorophenyl ) aminocarlDonyl] thiazole; 
4- [ ( 4-methylsulfonyl > phenyl] -5- (4-f luorophenyl) -2- 

[ (3, 5-dichlorophenyl)aminocart>onyl] thiazole; 
4- [ ( 4 -metl^lsulfonyl) phenyl] -5- (4-f luorophenyl) -2- 1 (4- 
30 f luorophenyl ) aminocarbonyl ) thiazole ; 

4-[ (4-methylsulfonyl)phenyl] -5- (4-fluorophenyl) -2- [ (4- 

chlorophenyl) aminocarbonyl] thiazole; 
4- (4-methylsulfonyl) -5- (4-fluorophenyl) -2- [ (4- 
bromophenyl ) aminocarbonyl] thiazole; 
35 4-[ (4"methylsulfonyl)phenyl] -5- {4-fluorophenyl) -2- [ (4- 
methylphenyl ) aminocarbonyl ] thiazole; 
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4 - [ ( 4-inethylsulf onyl ) phenyl] -5- ( 4-f iuoropheny 1 ) -2 - 

(benzylaminocarbonyl ) thiazole; 
4- [ (4-methylsulfonyl) phenyl) -5- (4-f luorophenyl) -2- (3- 
f luorobenzylaminocarbonyl ) thiazole ; 
5 4- [ ( 4 -metlylsulfonyl) phenyl] -5- {4-f luorophenyl) -2- (3- 
chlorobenzylaminocarbonyl) thiazole; 
4- [ (4-methylsulfonyl)phenyl] -5" (4-f luorophenyl) -2- (3- 

bromobenzylaminocarbonyl) thiazole; 
4- [ ( 4-ineth/lsulf onyl ) phenyl] -5- { 4 - f luorophenyl ) -2 - ( 3 , 5- 
10 dif luorobenzylaminocarbonyl ) thiazole; 

4- [ (4-metlvlsulfonyl) phenyl] -5- (4-f luorophenyl) -2- (3 , 5- 

dichlorobenzylaminocarbonyl ) thiazole; 
4- [ ( 4 -methylsulfonyl) phenyl] -5- {4-f luorophenyl) -2 - (4- 
f luorobenzylaminocarbonyl ) thiazole ; 
15 4- [ (4 -methylsulfonyl) phenyl] -5- (4-f luorophenyl) -2- (4- 
chlorobenzylaminocarbonyl) thiazole; 
4- [ (4-methylsulfonyl) phenyl] -5- (4-f luorophenyl) -2- (4- 

bromobenzylaminocarbonyl ) thiazole ; 
4- [ (4-methylsulfonyl) phenyl] -5- (4-f luorophenyl) -2- (4- 
20 methylbenzylaminocarbonyl ) thiazole ; 

4 - [ ( 4 -met hy 1 sul f ony 1 ) phenyl ] -5 - { 4 - f luorophenyl ) - 2 - 

(benzpylamino) thiazole; 
4- [ {4-methylsulfonyl)phenyl] -5- {4-f luorophenyl) -2- (3- 
f luorobenzoylaitiino) thiazole ; 
25 4 - [ (4 -methylsulfonyl) phenyl] -5- (4-f luorophenyl) -2- (3- 
chlorobenzoylamino) thiazole; 
4 - [ ( 4 -methylsulfonyl ) phenyl ] -5- ( 4 - f luorophenyl ) -2 - ( 3 - 

bromobenzpylamino) thiazole; 
4- [ (4 -methylsulfonyl) phenyl] -5- (4-f luorophenyl) -2- (3,5- 
30 dif luorobenzoylamino) thiazole; 

4- [ (4 -methylsulfonyl) phenyl] -5- (4-f luorophenyl) -2- (3,5- 

dichlorobenzoylamino) thiazole; 
4- [ {4 -methylsulfonyl) phenyl] -5- {4-f luorophenyl ) -2- (4- 
f luorobenzoylamino) thiazole; 
35 4- [ (4-methylsulfonyl)phenyl] -5- (4-f luorophenyl ) -2- (4- 
chlorobenzpylamino) thiazole; 
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4 - [ ( 4 -met hy Isul f ony 1 ) phenyl ] - 5 - ( 4 - f luoropheny 1 ) - 2 - ( 4 - 

bromobenzoyl amino) thiazole; 
4 - [ ( 4 -me thy 1 sul f ony 1 ) phenyl ] - 5 - ( 4 - f luoropheny 1 ) - 2 - ( 4 - 
methylbenzoylamino) thiazole; 
5 4- [ ( 4 -methy Isulf ony 1) phenyl] -5- (4-f luorophenyl) -2- 
(phenylacetyl ) aminothiazole ; 
4- [ ( 4 -methy 1 sul f ony 1) phenyl] -5- {4-f luoropheny 1) -2- [ (3- 

f luorophenyl ) acetyl ) aminothiazole; 
4-[ {4-methylsulfonyl)phenyl] -5- (4-f luorophenyl) -2- [ (3- 
10 chlorophenyl ) acetyl ] aminothiazole; 

4-[ (4-inethylsulfonyl)phenyl] -5- (4-f luorophenyl) -2- [ (3- 

bromophenyl ) acetyl ] amino ) thiazole ; 
4- [ ( 4 -methy 1 sul f ony 1) phenyl] -5- (4-f luorophenyl) -2- 
[ (3, 5 -dif luorophenyl) acetyl] amino) thiazole; 
15 4- [ {4-methylsulfonyl)phenyl] -5- (4-f luorophenyl) -2- 
[ (3 , 5 -di chlorophenyl ) acetyl] amino) thiazole; 
4- [ ( 4 -methy 1 sul f ony 1) phenyl] -5- {4-f luorophenyl) -2- [ (4- 

f luorophenyl ) acetyl ] amino) thiazole; 
4- [ ( 4 -methylsulfonyl) phenyl] -5- (4-f luorophenyl) -2- [ (4- 
20 chlorophenyl) acetyl] amino) thiazole; 

4-[ (4-metl:Qrlsulfonyl)phenyl] -5- (4-f luorophenyl) -2- ( (4- 

bromopheny 1 ) acetyl ] amino ) thiazole ; 
4- [ (4-methylsulfonyl)phenyl] -5- {4-f luorophenyl) "2- [ (4- 
methylphenyl ) acetyl ] amino) thiazole; 
25 4- [ (4-methylsulfonyl)phenyl] -5- {4-f luorophenyl) -2- 
( f luoromethylsulf onyl ) aminothiazole ; 
4- [ {4-methylsulf onyDphenyl] -5- {4-f luorophenyl) -2- 

(methylsulf onyl ) aminothiazole; 
4 - [5 - (4 -chlorophenyl) -2 -methyl -4- 
30 thiazolyl] benzenesulfonamide; 
4 - 1 5 - ( 4 -bromopheny 1 ) -2 -methyl -4 - 
thiazolyl] benzenesulfonamide; 
4- [2-methyl-5-phenyl-4-thiazolyl] benzenesulfonamide; 
4- [5- (4-f luorophenyl) -2- (trif luorometl^l) -4- 
35 thiazolyl] benzenesulfonamide; 

4- [5- {4-bromophenyl) -2- (2 -chlorophenyl) -4- 
thiazolyl]benzen sulfonamide; 
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4- [5- (4 -methyl thiophenyl) -2- (2-chlorophenyl) -4- 

thiazolyl ] benzenesulfonamide; 
4 - [5 - (3-f luoro-4-methoxyphenyl) -2- (2-chlorophenyl) -4- 

thiazolyl ] benzenesul f onamide ; 
5 4 - [5 - {3-chloro-4-methoxyphenyl) -2- (2-chlorophenyl) -4 - 

thiazolyl] benzenesulf onamide; 
4- [5- (3-chloro-4-methylphenyl) -2- (2-chlorophenyl) -4- 

thiazolyl ] benzenesul f onamide ; 
4 - [ 5 - ( 3 -methyl - 4 -chlorophenyl ) -2 - { 2 -chloropheny 1 ) -4 - 
1 0 t hia zoly 1 ] benzenesul f onainide ; 

4 - [5 - (3, 4-methylenedio5cyphenyl) -2- (2-chlorophenyl) -4 - 

thiazolyl] benzenesul f onamide ; 
4- [5- (3, 5-difluoro-4-methoxyphenyl) -2- (2-chlorophenyl) - 

4-thia2olyl ] benzenesulf onamide; 
15 4- [5- (3, 5-dichloro-4-metho3<yphenyl) -2- (2-chlorophenyl) - 

4 -thiazolyl] benzenesulf onamide; 
4- [5- (4-chlorophenyl) -2- (2-chlorophenyl) -4 - 

thiazolyl] benzenesulf onamide; 
4- [5- (4-metho3Q^henyl) -2- (2-chlorophenyl) -4- 

2 0 thiazolyl ] benzenesul f onamide ; 

4 - [5 - (4-methylphenyl) -2- (2-chloropher^l) -4- 

thiazolyl ] benzenesul f onamide ; 
4- [5- (4-f luorophenyl) -2- (difluoromethyl) -4- 

thiazolyl] benzenesulf onamide; 
25 4- [5- {4-f luorophenyl) -2- (methylthio) -4- 

thiazolyl ] benzenesulf onamide ; 
4- [5- (4-f luorophenyl) -2- (phenylthio) -4- 

thia zoly 1] benzenesulf onamide; 
4- [5- (4-f luorophenyl) -2- ( (3-fluorophenyl) thio) -4- 

3 0 thiazolyl ] benzenesul f onamide ; 

4- [5- (4-f luorophenyl) -2- ( {3-chlorophenyl) thio) -4- 

thiazolyl] benzenesulf onamide; 
4 - [ 5 - ( 4 - f luorophenyl ) -2 - { ( 3 -bromopheny 1 ) thio ) - 4 - 

thiazolyl) benzenesulf onamide; 
35 4- [5- (4-f luorophenyl) -2- ( (3, 5 -dif luorophenyl) thio) -4- 

thiazolyl] benzenesulf onamide; 



wo 96/03392 



PCT/IUS95/09444 



40 

4- [5- (4-f luorophenyl) -2- [ (3, 5-dichlorophenyl) thio] -4- 

thiazolyl] benzenesulf onamide; 
4- [5- (4-f luorophenyl) -2- [ {4-f luorophenyl) thio] -4- 

thiazolyl] benzenesulf onamide; 
5 4- [5- (4-f luorophenyl) -2- [ (4-chlorophenyl) thio] -4- 

thiazolyl] benzenesulf onamide; 
4- [5- (4-f luorophenyl) -2- [ (4-bromophenyl) thio] -4- 

thiazolyl] benzenesulf onamide; 
4- [5- (4-f luorophenyl) -2- ( (4-methylphenyl) thio) -4- 
10 thiazolyl] benzenesulf onamide; 

4- [5- (4-f luorophenyl) -2- (benzylthio) -4- 

thiazolyl] benzenesulf onamide; 
4- [5- (4-f luorophenyl) -2- ( (3-f luorobenzyl) thio) -4- 

thiazolyl] benzenesulf onamide; 
15 4 - [ 5 - ( 4 - f luorophenyl ) -2 - ( ( 3 -chlorobenzy 1 ) thio ) -4 - 

thiazolyl] benzenesulf onamide; 
4 - [ 5 - ( 4 - f luorophenyl ) -2 - ( ( 3 -bromobenzy 1 ) thio ) - 4 - 

thiazolyl ] benzenesulf onamide; 
4- [5 - (4-f luorophenyl) -2 - ( (3 , 5-dif luorobenzyl) thio) -4- 
2 0 thiazolyl ] benzenesul f onamide ; 

4- [5- (4-f luorophenyl) -2- { (3, 5-dichlorobenzyl) thio) -4- 

thiazolyl] benzenesulf onamide; 
4- [5- (4-f luorophenyl) -2- ( (4-f luorobenzyl) thio) -4- 

thiazolyl] benzenesulf onamide; 
25 4 - [5- (4-f luorophenyl) -2 - ( (4 -chlorobenzy 1) thio) -4- 

thiazolyl] benzenesulf onamide; 
4 - [ 5 - ( 4 - f luorophenyl ) -2 - { ( 4 -bromobenzy 1 ) thio ) -4 - 

thiazolyl] benzenesulf onamide; 
4- [5 - (4-f luorophenyl) -2 - ( (4-methylbenzyl) thio) -4- 
30 thiazolyl] benzenesulf onamide; 

4- [5- (4-f luorophenyl) -2- (ethylsulfonyl) -4- 

thiazolyl] benzenesulf onamide; 
4- [5- (4-f luorophenyl) -2- (methylsulfonyl) -4- 

thiazolyl] benzenesulf onamide; 
35 4 - [5 - (4-fluorophenyl) -2- (phenylsulfonyl) -4- 

thiazolyl ] benzenesul f onamide ; 
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4- [5- (4-f luorophenyl) -2- ( (3-f luorophenyl) sulf onyl) -4- 

thiazolyl] benzenesulfonamide; 
4- [5- (4-f luorophenyl) -2- ( (3-chlorophenyl) sulf onyl) -4- 

thiazolyl ) benzenesulfonamide ; 
5 4- [5- (4-f luorophenyl) -2- ( (3-broinophenyl) sulfonyl) -4- 

thiazolyl ] benzenesulfonamide; 
4- [5- (4-f luorophenyl) -2- ( (3, 5-dif luorophenyl) sulfonyl) - 

4 - thiazolyl ] benzenesul f onamide ; 
4- [5 - (4-f luorophenyl) -2- ( (3, 5 -dichlorophenyl) sulfonyl) - 
10 4 -thiazolyl ] benzenesulfonamide ; 

4- [5- (4-f luorophenyl) -2- ( {4-f luorophenyl) sulf onyl) -4- 

thia zoly 1 ] benzenesul f onamide ; 
4- [5- (4-f luorophenyl) -2- ( (4-chlorophenyl) sulf onyl) -4- 

thiazolyl ] benzenesulfonamide; 
15 4- [5- (4-f luorophenyl) -2- ( {4-bromophenyl) sulfonyl) -4 - 

thiazolyl] benzenesulfonamide; 
4 - [ 5 - ( 4 - f luorophenyl ) -2 - ( ( 4 -methy Iphenyl ) sulf onyl ) -4 - 

thiazolyl] benzenesulfonamide; 
4- [5- {4-f luorophenyl) -2- (benzylsulf onyl) -4- 
20 thiazolyl] benzenesulfonamide; 

4- [5- {4-fluorophenyl) -2-( (3-fluorobenzyl) sulf onyl) -4- 

thiazoly 1 ] benzenesul f onamide ; 
4- [5- (4-f luorophenyl) -2- ( ( 3 -chlorobenzyl) sulfonyl) -4- 

thiazolyl ] benzenesulfonamide; 
25 4- [5- (4-f luorophenyl) -2- ( (3-bromobenzyl) sulfonyl) -4- 

thiazolyl] benzenesulfonamide; 
4 - [5 - (4-f luorophenyl) -2- ( (3 , 5-dif luorobenzyl) sulfonyl) - 

4-thiazolyl] benzenesulfonamide; 
4- [5- (4-f luorophenyl) -2- ( (3 , 5 -di chlorobenzyl) sulfonyl) - 
30 4 - t hi a zoly 1 ] benzenesul f onamide ; 

4- [5- {4-f luorophenyl) -2- { (4-f luorobenzyl) sulf onyl) -4 - 

thiazolyl] benzenesulfonamide; 
4- [5- {4-f luorophenyl) -2- ( (4-chlorobenzyl) sulf onyl) -4- 
thia2olyl]benzene5ulfonamide; 
35 4- [5- {4-fluorophenyl) -2-( (4-bromobenzyl) sulfonyl) -4- 

thiazolyl] benzenesulfonamide; 



0 
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4- [5- (4-f luorophenyl) -2- { (4-inethylbenzyl) sulfonyl) -4- 

thiazolyl ] benzenesulf onamide ; 
4- [5- (4-f luorophenyl) -2-(fluoromethylsulfonyl) -4- 

thiazolyl] benzenesulf onamide; 
5 4- [5- (4-f luorophenyl) -2- (acetyl) -4- 

thiazolyl 1 benzenesulf onamide ; 
4- [5- (4-f luorophenyl) -2- (trifluoroacetyl) -4- 

thiazolyl ] benzenesulf onamide ; 
4- [5- (4-f luorophenyl) -2- (benzoyl) -4- 
10 thiazolyl] benzenesulf onamide; 

4- [5- (4-f luorophenyl) -2- (3-f luorobenzoyl) -4- 

thiazolyl] benzenesulf onamide; 
4 - [5 - (4-f luorophenyl) -2- (3-chlorobenzoyl) -4- 

thiazolyl ] benzenesulf onamide ; 
15 4- [5- (4-f luorophenyl) -2- (3-bromobenzoyl) -4- 

thiazoly 1 ] benzenesul f onamide ; 
4 - [5 - (4-f luorophenyl) -2 - (3 , 5-dif luorobenzoyl) -4- 
thiazolyl]benzenesulfonamide; 
4- [5- (4-f luorophenyl) -2- (3, 5-dichlorobenzoyl) -4- 

2 0 thiazolyl ] benzenesulf onamide ; 

4- (5- (4-f luorophenyl) -2- (4-fluorobenzoyl) -4- 

thiazolyl ] benzenesulf onamide ; 
4 - [ 5 - ( 4 - f luorophenyl ) -2 - ( 4 -chlorobenzoy 1 ) -4 - 

thiazolyl ] benzenesul f onamide ; 
25 4- [5- (4-f luorophenyl) -2- (4-bromobenzqyl) -4- 

thia zoly 1 ] benzenesul f onamide ; 
4- (5 - {4-f luorophenyl) -2 - (4-metl:ylbenzpyl) -4- 

thiazoly 1 ] benzenesulf onamide ; 
methyl [4- [ ( 4 -aminosulfonyl) phenyl] -5- (4-f luorophenyl) - 

3 0 2 -thiazolyl ] carbo>^late ; 

ethyl [4- [ (4 -aminosulfonyl) phenyl] -5- (4-f luorophenyl) - 

2 -thiazolyl 1 carbojcylate; 
propyl [4- [ (4 -aminosulfonyl) phenyl) -5- {4-f luorophenyl) - 
2 -thiazolyl ] carboxylate; 
35 butyl [4- [ (4 -aminosulfonyl) phenyl] -5- (4-f luorophenyl) - 
2 - thiazolyl ) carboxy late; 
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4- [5-{4-fluorophenyl) -2- (hydroxymethyl) -4- 

thiazoly 1 ] benzenesul f onamide ; 
4- [5- {4-f luorophenyl) -2- (methoxymethyl) -4- 
thiazoly 1 ] benzenesul f onamide ; 
5 4- [5- (4-fluorophenyl) -2- (phenoxymethyl) -4- 
thiazolyl ] benzenesulf onamide ; 
4- [5- {4-fluorophenyl) -2- (3-f luorophenoxymethyl) -4- 

thiazolyl ) benzenesulf onamide; 
4- [5- {4-fluorophenyl) -2- {3-chlorophenoxymethyl) -4- 
10 thiazolyl ] benzenesulf onamide ; 

4- [5- (4-fluorophenyl) -2- {3-bromophenoxymethyl) -4- 

thiazolyl ] benzenesulf onamide ; 
4- [5- (4-fluorophenyl) -2- (3 , 5*dif luorophenoxymetlvD "4- 
thiazolyl ] benzenesulf onamide ; 
15 4- [5- (4-fluorophenyl) -2- {3 , 5-dichlorophenoxymethyl) -4- 
' thiazolyl] benzenesulf onamide; 
4- [5- (4-fluorophenyl) -2- (4-f luoropheiioxymetl^l) -4- 

thiazolyl ] benzenesulf onamide; 
4- [5- {4-fluorophenyl) -2- (4-chlorophenoxymetl:yl) -4- 
20 thiazolyl ] benzenesulf onamide; 

4- [5- (4-fluorophenyl) -2- (4-bromophenoxymeth/l) -4- 

thiazolyl ] benzenesulf onamide; 
4- [5- (4-fluorophenyl) -2- {4-methylphenoxymetlvl) -4- 
thiazolyl ] benzenesulf onamide; 
25 4 - [5 - (4-fluorophenyl) -2- {benzylo3«ymetliyl) -4- 
thiazolyl ] benzenesulf onamide; 
4 - [ 5 - { 4 - f luoropheny 1 ) -2 - { cyanomethy 1 ) -4 - 

thiazolyl ] benzenesulf onamide ; 
4- [5- (4-fluorophenyl) -2- (2-quinolylmetl:yloxymethyl) -4- 
30 thiazolyl ] benzenesulf onamide; 

4- [5- (4-fluorophenyl) -2- (2-naphthylmethyloxymethyl) -4- 

thiazolyl ] benzenesulf onamide ; 
4- [5- (4-fluorophenyl) -2- (N-phenylaminocarbonyl) -4- 
thiazolyl ] benzenesulf onamide ; 
35 4- [5- (4-fluorophenyl) -2- [ (3- 

f luorophenyl ) aminocarbonyl] -4- 
thiazolyl ] benzenesulf onamide ; 
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4- [5- {4-fluorophenyl) -2- [ (3- 

chlorophenyl ) aminocarbonyl ] -4- 
thiazolyllbenzenesulfonamide; 
4- [5 - (4-f luorophenyl) -2- [ ( 3 -bromophenyl) aminocarbonyl J - 
5 4-thia2olyl] benzenesulfonamide; 
4- [5- (4-f luorophenyl) -2- [ (3 , 5- 

dif luorophenyl ) aminocarbonyl J -4- 
thiazolyl] benzenesulf onamide; 
4- [5- (4-f luorophenyl) -2- [(3,5- 
10 dichlorophenyl) aminocarbonyl] -4- 
thiazolyl ] benzenesulf onamide; 
4- [5- (4-f luorophenyl) -2- [ (4- 

f luorophenyl ) aminocarbonyl ] -4- 
thia zolyl] benzenesulf onamide; 
15 4- [5- (4-f luorophenyl) -2- [ (4- 

chlorophenyl ) aminocarbonyl] -4- 
thiazolyl ] benzenesulf onamide; 
4- [5- (4-f luorophenyl) -2- [ (4 -bromophenyl) aminocarbonyl] - 
4 - thiazoly 1 ] benzenesul f onamide ; 
20 4- [5- {4-f luorophenyl) -2- [ (4- 

methylpheny 1 ) aminocarbonyl ] -4 - 
thiazolyl] benzenesulf onamide; 
4- [5- (4-f luorophenyl) -2- (benzylaminocarbonyl) -4- 
thiazolyl] benzenesulf onamide; 
25 4- [5- (4-f luorophenyl) -2- { (3- 

f luorobenzyl ) aminocarbonyl ) -4- 
thiazolyl] benzenesulf onamide; , 
4 - [ 5 - ( 4 - f luorophenyl ) -2 - ( ( 3 -chlorobenzy 1 ) aminocarbonyl ) 
- 4 -thiazolyl ] benzenesul f onamide ; 
30 4- [5- (4-f luorophenyl) -2- ( ( 3 -bromobenzyl) aminocarbonyl ) - 
4 -thiazolyl ] benzenesul f onamide ; 
4- [5- (4-f luorophenyl) -2- ({3,5- 
dif luorobenzyl ) aminocarl3onyl ) -4- 
thia zolyl ] benzenesulf onamide; 
35 4- [5- {4-f luorophenyl) -2- ( (3 , 5- 

dichlorobenzyl ) aminocarlDonyl ) -4- 
thiazolyl ] benzenesulf onamide; 
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4- [5- (4-f luorophenyl) -2- { (4- 

f luorobenzyl ) aminocarbonyl ) -4- 

thiazolyl ] benzenesulf onamide; 
4 - [ 5 - { 4 - f luoropheny 1 ) -2 - ( ( 4 - 
5 chlorobenzyl ) aminocarbonyl ) -4- 

thiazoly 1 ] benzenesulfonamide ; 
4 - [ 5 - ( 4 - f luoropheny 1 ) - 2 - { ( 4 -bromobenzy 1 ) aminocarbonyl ) - 

4-thiazolyl] benzenesulfonamide; 
4- [5- (4-f luorophenyl) -2- ( (4- 
1 0 met hy Ibenzy 1 ) aminocarbonyl ) -4 - 

thiazolyl] benzenesulfonamide; 
4- [5- (4-f luorophenyl) -2-{benzoylamino) -4- 

thiazolyl] benzenesulfonamide; 
4- [5- (4-f luorophenyl) -2- ( (3-fluorobenzpyl) amino) -4- 
15 thiazolyl] benzenesulfonamide; 

4 - [5 - (4-f luorophenyl) -2- ( (3-clilorobenzcyl)amino) -4- 

thiazolyl ] benzenesulfonamide; 
4 - [ 5 - ( 4 - f luoropheny 1 ) -2 - ( ( 3 -bromobenzoy 1 > amino ) -4 - 

thiazolyl] benzenesulfonamide; 
20 4- [5- (4-f luorophenyl) -2- ( (3, 5-difluorobenzc^l) amino) -4- 

thiazoly 1 ] benzenesulfonamide ; 
4- [5- (4-f luorophenyl) -2- ( (3, 5-dichlorobenzoyl)amino) -4- 

thiazolyl] benzenesulfonamide; 
4- [5- (4-f luorophenyl) -2- ( (4-fluorobenzoyl)amino) -4- 
2 5 thiazolyl ] benzenesul f onamide ; 

4 - [5- (4-f luorophenyl ).-2- ( (4-chlorobenzoylamino) -4- 

thiazolyl ] benzenesulfonamide ; 
4- (5- (4-f luorophenyl) -2-( (4-bromobenzpyl)amino) -4- 

thiazolyl ] benzenesul f onamide ; 
30 4- [5- (4-f luorophenyl) -2- { (4-methylbenzpyl)amino) -4- 

thiazolyljbenzenesulfonamide; and 
4- [5- (4-f luorophenyl) -2- (phenylacetyl)amino-4- 

thiazolyl ] benzenesulfonamide . 



35 

of 



Within Formula I there is a subclass of conpounds 
high interest represented by Formula II: 
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wherein is selected from alkyl and amino; 
wherein is selected from aryl, cycloalkyl, 
5 cycloalkenyl and heterocyclic; wherein R^ is 

optionally substituted at a substitutable position 
with one or more radicals selected from halo, 
alkylthio, alkylsulf inyl, alkylsulf onyl, 
haloalkylsulfonyl, aminosulfonyl, alkyl, alkenyl, 

10 alkynyl, cyano, carboxyl, carboxyalkyl , 
alkoxycarbonyl, aminocarbonyl , acyl, N- 
alky laminocarbonyl , N-ary laminocarbonyl , N,N- 
dialkylaminocarbonyl , N-alkyl -N-ary laminocarbonyl, 
haloalkyl, hydroxy 1, alkoxy, hydrojQ^alk/l, haloalkoxy, 

15 amino, N-alkylamino, N,N-dialkylamino, heterocyclic 
and nitro; and 

wherein R^ is selected from halo, amino, alkoxy, 
nitro, hydroxyl, aminocarbonyl , acyl, 
alky laminocarbonyl , arylaminocarbonyl , alkenyl , 

20 alkynyl, haloalkoxy, alkylamino, arylamino, 

aralkylamino , alkoxycarbonylalkyl , alkylaminoalkyl , 
heterocycloalkyl, aralkyl, cyanoalkyl, N- 
allcylsulfonylaminO/ heteroarylsulf onylalkyl, 
heteroarylsulf onylhaloalkyl , arylojcyalkyl , 

25 aralkyloxyalkyl, aryl and heterocyclo, wherein the 
aryl and heterocyclo radicals are optionally 
substituted at a substitutable position with one or 
more radicals selected from halo, alkyl, alkoxy, 
alkylthio, alkylsulf inyl, haloalkyl, haloalkoxy, 

30 carboxyalky 1 , alkoxycarbonyl , aminocarbonyl, amino, 

acyl and alkylamino; or a pharmaceutically-acceptable 
salt thereof. 



• 



wo 96/03392 IPCT/lIJS95y094^ 

47 

A preferred class of compoxinds consists of those 
compoxinds of Formula II vdierein is selected from 
lower alkyl sind amino; wherein is selected from 
aryl, lower cycloalkyl, lower cycloalkenyl and 
5 heteroaryl; wherein R^ is optionally substituted at a 
substitutable position with one or more radicals 
selected from halo, lower allQ^lthio, lower 
alkylsulfinyl, lower alkylsulfonyl, lower 
haloalkylsulfonyl, aminosulfonyl, lower alkyl, lower 

10 alkenyl, lower alkynyl, cyano, carboxyl, lower 

carboiQ^alkyl, lower alkoxycarbonyl , aminocarbony 1 , 
acyl, lower N-alkylaminocarbonyl, lower 
arylaminocarbonyl , lower N,N-dialkylaminocarbonyl, 
lower N-alkyl-N-arylaminocarbonyl, lower haloalkyl, 

15 hydroxyl, lower alkojQ^/ lower l:ydroxyalkyl , lower 
haloalkoxy, amino, lower N-alJQ^lamino, lower N,N- 
dialkylaminoi heterocyclic and nitro; and wherein R^ 
is selected from halo, amino, lower alkoxy, nitro, 
hydroxy 1, aminocarbony 1, acyl, lower 

20 alkylaminocarbonyl , lower arylaminocarboi^l , lower 
alkenyl, lower alkynyl, lower haloalkoxy, lower 
alkylamino, phenylamino, lower aralkylamino, lower 
alkoxycarbonylalkyl, lower alkylaminoallyl, lower 
heterocycloalkyl, lower aralkyl, lower cyanoalkyl, 

25 lower N-alkylsulf onylamino, lower 
heteroarylsulf onylalkyl , lower 

heteroarylsulfonylhaloalkyl, lower aryloxyalkyl , lower 
aralkylojQralkyl, phenyl optionally substituted at a 
substitutable position with one or more radicals 

30 selected from halo, lower alkyl, lower alkoxy, lower 
alkyl thio, lower alkylsulf inyl, lower haloalkyl, lower 
haloalkoxy, lower carboxyallQ^l , lower aikoxycarbonyl , 
aminocarbony 1 , amino, acyl and lower alkylamino, and 
heterocyclic optionally substituted at a substitutable 

35 position with one or more radicals selected from halo, 
lower alkyl, lower alkoxy, lower alkyl thio, lower 
alkylsulf inyl, lower haloalkyl, lower haloalkosQ^, 
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lower carboxyalkyl , lower alkoxycarbonyl , 
aminocarbony 1 , amino, acyl and lower alkylamino; or a 
pharmaceutically-acceptable salt thereof . 

Within Formula I there is a second subclass of 
5 coirpounds of high interest represented by Formula III: 

R^S02 




III 



wherein is selected from alkyl and amino; 

10 wherein is selected from aryl, cycloalkyl/ 

cycloalkenyl and heterocyclic; wherein R^ is 
optionally substituted at a substitutable position 
with one or more radicals selected from halo, 
alkylthio, alkylsulf inyl, allQ^lsulfonyl, 

15 haloalkylsulfonyl, aminosulfonyl, alkyl, alkenyl, 
alkynyl, cyano, carboxyl, carboxyalkyl, 
alkoxycarbonyl, aminocarbony 1 , acyl, N- 
alkylaminocarbonyl, N-arylaminocarbonyl, N,N- 
dialkylaminocarbonyl , N-alkyl-N-arylaminocarbonyl , 

20 haloalkyl, hydroxyl, alkoxy, hydroxyalkyl, haloalkoxy, 
amino, N-alkylamino, N,N-dialkylainino, heterocyclic 
and nitro; and 

wherein r"^ is selected from lydrido, alkyl, 
haloalkyl, cyano, t^droxyallQ^l , alkoxyalkyl, carboxyl, 

25 carboxyallQrl , and alko^Q^carbonyl ; 

provided that R^ is not 4-f luorophenyl when r'^ is 
methyl; further provided R^ is not phenyl substituted 
with a, a -bis (methyl) methanol; and further provided 
that R^ is not methyl when r"^ is a,o 

30 -bis (trifluoromethyl) methanol; or a pharmaceutically- 
acceptable salt thereof. 

A preferred class of coitpounds consists of those 
compounds of Formula III wherein R^ is selected from 
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lower alkyl and amino; wherein is selected from 
aryl, lower cycloalkyli lower cycloalkenyl and 
heteroaryl; wherein is optionally substituted at a 
substitutable position with one or more radicals 
5 selected from halo, lower alJQrlthio, lower 
alkylsulfinyl, lower alkylsulfonyl, lower 
haloalkylsulfonyl, aminosulfonyl, lower alkyl, lower 
alkenyl, lower alkynyl, cyano, carboxyl, lower 
carbo^Qralkyl, lower alkoxycarbonyl , aminocarbonyl , 

10 acyl, lower N-alkylaminocarbonyl , lower N- 

arylaminocarbonyl, lower N,N-dialkylaminocarbonyl, 
lower N-alkyl-N-arylaminocarbonyl, lower haloalkyl, 
hydroxyl, lower alkoxy, lower hydroxyalkyl, lower 
haloalkoxy, amino, lower N-alkylamino, lower N,N- 

15 dialkylamino, heterocyclic and nitro; and wherein R*^ 
is selected from hydrido, lower allQ^l, lower 
haloallcyl, cyano, lower hydroxyalkyl, lower 
alkoxyalkyl, carbojQ^l, lower carboxyalkyl , and lower 
alkoxycarbonyl ; or a pharmaceutically-acceptable salt 

20 thereof. 

Within Formula I there is a third subclass of 
compounds of high interest represented by Formula IV: 




25 

wherein R^ is selected from hydrido, halo, amino, 
alkoxy, cyano, nitro, hydroxyl, aminocarbony 1 , acyl, 
alky laminocarbonyl , ary laminocarbonyl , alkyl , alkeny 1 , 
alkynyl, haloalJQ^l, haloalkoxy, alkylamino, arylamino, 
30 aralkylamino, carboxyl, carboscyalkyl , alkojQ^carbonyl , 
alkoxycarbonylallQ^l , alkylaminoalkyl , 
heterocycloalkyl, aralkyl, hydroxyalkyl, alkoxyalkyl, 
cyanoalkyl, N-alkylsulfonylamino, 
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heteroarylsulf onylalkyl , heteroarylsulf onylhaloalkyl , 
aryloxyalkyl, aralkyloxyalkyl, aryl and heterocyclo, 
wherein the aryl and heterocyclo radicals are 
optionally substituted at a substitutable position 
5 with one or more radicals selected from halo, alkyl, 
alkoxy, alkylthio, allQrlsulfinyl, haloalkyl, 
haloalkoxy, carboxyalkyl, alkojQ^carbonyl , 
aminocarbonyl , amino, acyl and alkylamino? 

wherein is selected from alkyl and amino; and 

10 wherein R® is heterocyclic; wherein R^ is 

optionally substituted at a substitutable position 
with one or more radicals selected from halo, 
alkylthio, alkylsulf inyl, alkyl, alkenyl, alkynyl, 
cyano, carboxyl, carboxyalkyl, alkoxycarbonyl, 

15 aminocarbonyl, acyl, N-alkylaminocarbonyl, N- 

. arylaminocarbonyl, N,N-dialkylaminocarbonyl, N-alkyl- 
N-arylaminocarbony 1 , haloalkyl, hydroxyl, alkojcy, 
hydrosQ^alkyl, haloalkoxy, amino, N-alkylamino, N,N- 
dialkylamino, and nitro; 

20 or a pharmaceutically-acceptable salt thereof. 

A preferred class of compounds consists of those 
compounds of Formula IV wherein R^ is selected from 
hydrido, halo, amino, lower alkoxy, cyano, nitro, 
hydro^Q^l,- aminocarbonyl, acyl, lower 

25 alkylaminocarbonyl , phenylaminocarbonyl, lower alkyl, 
lower alkenyl, lower alkynyl, lower haloalkyl, lower 
haloalkoxy, lower alkylamino, phenylamino, lower 
aralkylamino, carboxyl, lower carboxyalkyl, lower 
alkoxycarbonyl, lower alkoxycarbony lalky 1 , lower 

30 alkylaininoalkyl, lower heterocycloalkyl, lower 

aralkyl, lower hydro3c/alkyl, lower alkoxyalkyl, lower 
cyanoallQ^l, lower N-alkylsulfonylamino, lower 
heteroarylsulf onylalkyl, lower 
heteroarylsulfonylhaloallQ^l, lower aryloxyalkyl, 

35 aralkyloxyalkyl, aryl optionally substituted at a 
substitutable position with one or more radicals 
selected from halo, lower alkyl, lower alkoxy, lower 
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alkylthio, lower alkylsulf inyl, lower haloalkyl, lower 
haloalko3Q^, lower carboxyalkyl, lower alkosQ^carbonyl , 
aitdnocarbonyl, amino, acyl and lower alkylamino, and 
heterocyclic optionally substituted at a substitutable 
5 position with one or more radicals selected from halo, 
lower alkyl, lower alkos^, lower alkylthio, lower 
alkylsulf inyl, lower haloalkyl, lower haloalkoxy, 
lower carbo3Q^alkyl , lower alkoxycarbonyl , 
aminocarbonyl , amino, acyl and lower alkylamino; 

10 wherein is selected from lower alkyl and amino; and 
wherein is nitrogen-containing heteroaryl 
optionally substituted at a substitutable position 
with one or more substituents independently selected 
from halo, alkyl, alkoxy, alkylthio, amino cuid 

15 alkylamino; or a pharmaceutically-acceptable salt 
thereof . 

A class of compounds of particular interest 
consists of those conqpounds of Formula IV wherein R^ 
is selected from hydrido, methyl, ethyl, propyl, 

20 butyl, pentyl, isopropyl, isobutyl, tert -butyl, 
f luoromethyl, dif luoromethyl, trif luoromethyl, 
chloromethyl , dichloromethyl , trichloromethyl , 
pentaf luoroethyl , heptaf luoropropyl , 
dif luorochloromethyl , dichlorof luoromethyl , 

25 dif luoroethyl, dif luoropropyl, dichloroetl:vl, 

dichloropropy 1 , cyanomethyl , cyanoetly 1 , cyanopropyl , 
methylamino, ethylamino, propylamine, butylamino, 
tert -butyl amino, pentylamino, hescylamino, phenethyl, 
pheny Ipropy 1 , benzyl , pheny lamino , 

30 thienylsulfonylmetl^l, thienylsulfonylbromomethyl, 
benzy lamino , phenoxymethyl , 3 , 5-dichloropheny lamino, 
3 , 5-dichlorophenoxymethyl , 3-chlorophenoxymethyl , 
methoj^carbony 1 , ethoxycarbonyl , isopropo^qrcarbonyl , 
t ert -but oxycarbony 1 , ' propoxy carbony 1 , but oxy carbony 1 , 

35 isobutoxycarbonyl, pentoxycarbony 1 , phenyl optionally 
substituted at a substitutable position with one or 
more radicals sel cted from fluoro, chloro, bromo. 
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methoxy, ethoxy, propoxy, butosQ^, isopropoxy and tert- 
butoxy, and a heterocyclic radical selected from 
thienyl, pyridyl, furyl, oxazolyl, pyrimidiny 1 , 
pyrazinyl, quinolyl, isoquinolinyl, imidazolyl , 
5 thiazolyl, pyrrolyl, pyrazolyl and triazolyl, 

optionally substituted at a substitutable position 
with one or more radicals selected from fluoro, 
chloro, bromo, methyl, ethyl, propyl, butyl, pentyl, 
isopropyl, isobutyl and tert -butyl; wherein is 

10 methyl or amino; and wherein is selected from 

pyridyl, thienyl, thiazolyl, oxazolyl, pyrimidinyl, 
pyrazinyl, quinolyl, isoquinolinyl, imidazolyl, and 
benzimidazolyl, wherein R^ is optionally substituted 
at a substitutable position with one or more 

15 substituents independently selected from fluoro, 

chloro, bromo, methyl, eth/l, isopropyl, tert -butyl, 
isobutyl, methoxy, etho3y, isopropojQ^, tert-butoxy, 
propoxy, butoxy, isobutoxy, pentoxy, methylthio, 
amino, N-methylamino and N,N-dimethylamino; or a 

20 pharmaceutically-acceptable salt thereof. 

A family of specific compounds of particular 
interest within Formula IV consists of compo\inds and 
pharmaceutically-acceptable salts thereof as follows: 

25 2- (2-chlorophenyl ) -4- (4-pyridyl) -5- {4- 
methylsulf onylphenyl) thiazole; 
2- (3-chloro-4-fluorophenyl) -4- (4-pyridyl) -5- (4- 

methylsulf onylphenyl ) thiazole ; 
5- (4-pyridyl) -4- (4-methylsulfonylphenyl) -2- 
30 methyl thiazole; 

4- (4-pyric^l) -5- (4-methylsulfonylphenyl) -2 - 

trifluoromethyl thiazole; 
4- (4-pyridyl) -5- (4-methylsulfonylphenyl) -2- (2- 
thienyl) thiazole; 
35 4- (4-pyridyl) -5- (4-methylsulfonylphenyl) -2- 
benzy laminothiazole ; 
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4- (4-pyxic3yl) -5- (4-inethylsulf onylphenyl) -2- (1- 

propylamino) thiazole; 
2-1 (3,5-dichlorophenoxy)inethyl) -4- (4-pyridyl) -5-(4- 
(metlvlsulf onyl ) phenyl] thiazole; 
5 2-{2-chlorophenyl) -4- (4-pyra2inyl) -5- (4- 
methylsulfonylphenyl) thiazole; 
2- ( (3-chlorophenoxy)methyl) -4- (4-pyridtyl) -5- (4- 

methylsulf onylphenyl ) thiazole; 
4- (4-pyric^l ) -5- [4- (methylsulfonyl) phenyl] -2- (2- 
10 methyl -4 -thiazolyl) thiazole; 

4-(4-pyriciyl)-2-[ (4-methoxyphenoxy)inethyl] -5- [4- 

(metlylsulf onyl ) phenyl ] thiazole ? 
4- (4 -pyridyl) -5- (4-metl:^lsulf onylphenyl ) *2- 
phenylthiazole ; 
15 4- (4-pyri(^l) -2-n-hexylainino-5- (4- 
methylsulf onylphenyl ) thiazole; 
2-butylamino-4- {4-pyrid^l) -5- (4- 
methylsulf onylphenyl) thiazole; 
4- (4-pyri<3tyl) -5- ( 4 -methylsulf onylphenyl) -2- 
2 0 methy laminothiazole ; 

4- (4-pyridyl) -5- { 4 -metliylsulf onylphenyl) -2- (4- 
methoxypheny 1 ) thiazole ; 

2-et]iylainino-4- (4-pyrid^l) -5- ( 4 -metliylsulf ony Iphenyl ) - 
thiazole; 

25 2-tert-butylainino-4- (4-pyridyl) -5- (4- 
methylsulf onylphenyl ) thiazole ; 
2- (3 , 5-dichlorophenylamino) -4- (4-pyridyl) -5- (4- 
methylsulf onylphenyl ) thiazole; 

5- (4-pyridyl) -4- (4-methylsulf onylphenyl) -2- 
30 trif luorometliylthiazole; and 

4- (4-pyridyl) -5- ( 4 -metlylsulf onylphenyl) -2- (2,3,4,5,6- 
pentaf luorophenyl ) thiazole . 

Conpounds of Formula TV would also be capable of 
inhibiting cytolcines, such as TNF, IL-1, IL-6, and IL-8. 
35 As such, the compounds can be used in the manufacture of 
a medicament or in a method for the treatment for the 
prophylactic or therapeutic treatment of diseases 



wo 96/03392 



PCT/US9S/09444 



54 

mediated by cytokines, such as TOF, IL-1, IL-6, and IL- 
8. 

The term "hydrido" denotes a single l^drogen atom 
(H) . This hydrido radical may be attached, for exanple, 
5 to an oxygen atom to form a hydroxyl radical or two 
hydrido radicals may be attached to a carbon atom to 
form a methylene (-CH2-) radical. Where the term 
"alkyl" is used, either alone or within other terms 
such as "haloalkyl", "alkylsulfonyl", "alkoxyalkyl" and 

10 "hydroxyalkyl" , embraces linear or branched radicals 

having one to about twenty carbon atoms or, preferably, 
one to about twelve carbon atoms. More preferred alkyl 
radicals are "lower alkyl" radicals having one to about 
ten carbon atoms. Most preferred are lower alkyl 

15 radicals having one to about six carbon atoms. Examples 
of such radicals include methyl, ethyl, n-propyl, 
isopropyl, n-butyl, isobutyl, sec-butyl, tert -butyl, 
pentyl, iso-aitr/l, hexyl and the like. Where the term 
"alkenyl" is used, it embraces linear or branched 

20 carbon carbon double bond-containing radicals having 

two to about twenty carbon atoms or, preferably, two to 
about twelve carbon atoms. More preferred alkenyl 
radicals are "lower alkenyl** radicals having two to 
about six carbon atoms. Suitable "lower alkenyl" may be 

25 a straight or branched one such as vinyl, allyl, 

isopropenyl, propenyl, butenyl, pentenyl or the like, 
in which preferably one is isopropenyl. Said lower 
alkenyl may be substituted with cyano. Where the term 
"alkynyl" is used, it embraces linear or branched 

30 carbon carbon triple bond-containing radicals having 

two to about twenty carbon atoms or, preferably, two to 
about twelve carbon atoms. More preferred alkynyl 
radicals are "lower alkynyl" radicals having two to 
about six carbon atoms. Suitable "lower alkynyl" may be 

35 a straight or branched radical such as etl^yl, 

propynyl, propargyl or the like, in which preferably 
one is propargyl. The term "halo" means halogens such 
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as fluorine, chlorine, bromine or iodine. The term 
■haloalkyl" embraces radicals wherein any one or more 
of the alkyl carbon atoms is substituted with halo as 
defined above. Specifically embraced are monohaloalkyl, 
5 dihaloalkyl and polyhaloalkyl radicals. A monohaloalkyl 
radical, for one example, may have either an iodo, 
bromo, chloro or fluoro atom within the radical. Dihalo 
and polyhaloalkyl radicals may have two or more of the 
same halo atoms or a combination of different halo 

10 radicals. "Lower haloalkyl" embraces radicals having 
1-6 carbon atoms. Exanples of haloaDQrl radicals 
include f luoromethyl, dif luoromethyl, trifluoromethyl, 
chlorometh/1 , dichlorometl^l , trichloromethy 1 , 
t richloromethyl , pentaf luoroethyl , heptaf luoropropyl , 

15 dif luorochloromethyl , dichlorof luoromethyl , 

dif luoroethyl, dif luoropropyl, dichloroethyl and 
dichloropropyl , The term "hydro5Qralkyl" embraces 
linear or branched alkyl radicals having one to about 
ten carbon atoms any one of which may be substituted 

20 with one or more hydroxyl radicals. More preferred 

hydroxyalkyl radicals are "lower hydroxyalkyl " radicals 
having one to six carbon atoms and one or more hydroxyl 
radicals. Examples of such radicals include 
hydroxymethy 1 , hydrojQretl^l , hydrojQ^ropyl , 

25 hydroxybutyl and hydroxyhexyl . The terms "alkoxy" and 
''alkojo^alkyl" embrace linear or branched oxy-containing 
radicals each having alkyl portions of one to about ten 
carbon atoms. More preferred alkoxy radicals are "lower 
alkoxy" radicals having one to six carbon atoms. 

30 Examples of such radicals include methoxy, ethoxy, 

propoxy, butoxy and tert -butoxy. The term "alkoxyalkyl" 
embraces alkyl radicals having one or more alkoxy 
radicals attached to the alkyl radical, that is, to 
form monoalkoxyalkyl and dialkoxyalkyl radicals. More 

35 preferred alkoxyalkyl radicals are "lower alkoxyalkyl" 
radicals having one to six carbon atoms eind one or two 
alkoxy radicals. Examples of such radicals include 
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methoxymethyl , methoxyethyl , ethoxyethyl, methoxybutyl 
and methoxypropyl . The "alkoxy" or "alkojQ^alkyl" 
radicals may be further substituted with one or more 
halo atoms, such as fluoro, chloro or bromo, to provide 
5 "haloalkoxy " or haloalkoxyalkyl radicals. More 

preferred haloalkoxy radicals are "lower haloalkoxy" 
radicals having one to six carbon atoms and one or more 
halo radicals. Examples of such radicals include 
f luoromethoxy , chloromethoxy , t rif luoromethoxy , 

10 trif luoroetho5Q^, fluoroethoxy and f luoropropox^. The 
term "cycloalkyl" embraces saturated carbocyclic 
radicals having three to twelve carbon atoms. More 
preferred cycloalkyl radicals are -lower cycloaDQ^l" 
radicals having three to about eight carbon atoms. 

15 Examples of such radicals include cyclopropyl, 

cyclobutyl, cyclopentyl and cyclohexyl. The term 
"cycloalkenyl" embraces unsaturated cyclic radicals 
having three to ten carbon atoms. More preferred 
cycloalkenyl radicals are "lower cycloalkenyl ** radicals 

20 having about five to about eight carbon atoms. 
Examples of such radicals include cyclobutenyl , 
cyclopentenyl, cyclohexenyl and cycloheptenyl . The 
term "aryl", alone or in combination, means a 
carbocyclic aromatic system containing one, two or 

25 three rings wherein such rings may be attached together 
in a pendent manner or may be fused. The term "aryl" 
embraces aromatic radicals such as phenyl, naphthyl, 
tetrahydronaphthyl, indane and biphenyl. Such aryl 
radicals may be substituted at a substitutable position 

30 with one or more substituents selected from halo, 
alkylthio, alkylsulf inyl, al]Q^l, cyano, haloalkyl, 
hydroxyl, alkosQ^, l^drojQralkyl and haloalkoxy. The 
terms "heterocyclic" and "heterocyclo" embraces 
saturated, partially saturated and \insaturated 

35 he teroatom- containing ring-shaped radicals, where the 
heteroatoms may be selected from nitrogen, sulfur and 
oxygen. Exanples of saturated heterocyclic radicals 
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include saturated 3 to 6-membered heteromonocylic group 
containing 1 to 4 nitrogen atoms [e.g. pyrrolidinyl, 
imidazolidinyl, piperidino, piperazinyl, etc.]; 
saturated 3 to 6-meinbered heteromonocyclic group 
5 containing 1 to 2 oxygen atoms and 1 to 3 nitrogen 
atoms [e.g. morpholinyl, etc.]; saturated 3 to 6- 
membered heteromonocyclic group containing 1 to 2 
sulfur atoms and 1 to 3 nitrogen atoms [e.g., 
thiazolidinyl, etc.]. Examples of partially saturated 

10 heterocyclic radicals include dihydrothiophene , 

dil^dropyran, dihydrofuran and dihydrothiazole. The 
term "heteroaryl" embraces unsaturated heterocyclic 
radicals. Exaitples of unsaturated heterocyclic 
radicals, also termed "heteroaryl" radicals include 

15 unsaturated 3 to 6 membered heteromonocyclic group 
containing 1 to 4 nitrogen atoms, for example, 
pyrrolyl, pyrrolinyl, imidazolyl, pyrazolyl, 2-pyridyl, 
3-pyri<^l, 4-pyrict/l, pyrimidyl, pyrazinyl, 
pyridazinyl, triazolyl [e.g., 4H-l,2,4-triazolyl, IH- 

20 1,2, 3 -triazolyl, 2H-1, 2, 3 -triazolyl, etc.] tetrazolyl 
[e.g. IH-tetrazolyl, 2H- tetrazolyl, etc.], etc.; 
unsaturated condensed heterocyclic group containing 1 
to 5 nitrogen atoms, for exaxcple, indolyl, isoindolyl, 
indolizinyl, benzimidazolyl, quinolyl, isoquinolyl, 

25 indazolyl, benzotriazolyl, tetrazolopyridazinyl (e.g., 
tetrazolo[l,5-b]pyridazinyl, etc.], etc.; xinsaturated 3 
to 6 -membered heteromonocyclic group containing an 
oxygen atom, for exainple, pyranyl, 2-furyl, 3-furyl, 
etc.; tinsaturated 3 to 6-membered heteromonocyclic 

30 group containing a sulfur atom, for example, 2-thienyl, 
3-thienyl, etc.; unsaturated 3- to 6-meihbered 
heteromonocyclic group containing 1 to 2 oxygen atoms 
and 1 to 3 nitrogen atoms, for example, oxazolyl, 
isoxazolyl , oxadiazolyl [e.g., 1,2, 4-oxadiazoly 1 , 

35 1,3, 4 -oxadiazolyl, 1,2, 5-oxadiazolyl, etc.] etc.; 

\insaturat d condensed heterocyclic group containing 1 
to 2 oxygen atoms and 1 to 3 nitrogen atoms [e.g. 
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benzoxazolyl, benzoxadiazolyli etc.]; unsaturated 3 to 
6-meinbered heteromonocyclic group containing 1 to 2 
sulfur atoms and 1 to 3 nitrogen atoms, for exam(ple, 
thiazolyl, thiadiazolyl [e.g., 1,2,4- thiadiazolyl, 
5 1,3, 4 -thiadiazolyl, 1, 2, 5 -thiadiazolyl, etc.] etc.; 
unsaturated condensed heterocyclic group containing 1 
to 2 sulfur atoms and 1 to 3 nitrogen atoms [e.g., 
benzothiazolyl, benzothiadiazolyl , etc.] and the lilce. 
The term also embraces radicals where heterocyclic 

10 radicals are fused with aryl radicals. Examples of such 
fused bicyclic radicals include benzofuran, 
benzothiophene, and the like. Said "heterocyclic group" 
may be substituted at a substitutable position with one 
or more substituents selected from halo, allQ^lthio, 

15 allcylsulf inyl, alkyl, cyano, haloalkyl, l:ydroxyl, 

alkoxy, hydroxyalkyl and haloalkoxy. More preferred 
heteroaryl radicals include five to six membered 
heteroaryl radicals. The term "heterocycloalkyl" 
embraces heterocyclic-substituted alJQ^l radicals. More 

20 preferred heterocycloalkyl radicals are "lower 

heterocycloalkyl" radicals having one to six carbon 
atoms and a heterocyclic radical. Examples include 
such radicals as pyrrolidinylmethyl . The term 
"alkylthio" embraces radicals containing a linear or 

25 branched alkyl radical, of one to about ten carbon 
atoms attached to a divalent sulfur atom. More 
preferred alkyl thio radicals are "lower alkylthio" 
radicals having alkyl radicals of one to six carbon 
atoms. Examples of such lower allQ^lthio radicals are 

30 methyl thio, etiiylthio, propyl thio, butylthio and 

hexylthio. The term "alkylsulf inyl" embraces radicals 
containing a linear or branched alkyl radical, of one 
to ten carbon atoms, attached to a divalent -S(=0)- 
radical. More preferred allQ^lsulfinyl radicals are 

35 "lower alkylsulf inyl" radicals liaving one to six carbon 
atoms. Examples of such lower allQ^lsulf inyl radicals 
include methyl sulf inyl, thylsulf inyl, butylsulf inyl 
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and hexylsulf inyl . The term "sulfonyl", whether used 
alone or linked to other terms such as alkylsulfonyl, 
denotes respectively divalent radicals -SO2-. 

"Alkylsulfonyl" embraces alkyl radicals attached to a 
5 sulfonyl radical, where alkyl is defined as above. 
More preferred alkylsulfonyl radicals are "lower 
alkylsulfonyl" radicals having one to six carbon atoms. 
Examples of such lower alkylsulfonyl radicals include 
methylsulfonyl, ethylsulfonyl and propylsulfonyl. The 

10 "alkylsulfonyl" radicals may be further stibstituted 

with one or more halo atoms, such as fluoro, chloro or 
bromo, to provide "haloalk/lsulfonyl" radicals. More 
preferred haloalkylsulfonyl radicals are "lower 
haloalkylsulfonyl" radicals having one or more halo 

15 atoms attached to lower alkylsulfonyl radicals as 
described above. Examples of such lower 
haloalkylsulfonyl radicals include 
f luoromethylsulfonyl, trif luoromethylsulfonyl and 
chloromethylsulfonyl. The terms "sulfamyl'' , 

20 "aminosulfonyl" and "sulfonamidyl" denotes NH2O2S-. 
The term "acyl" denotes a radical provided by the 
residue after removal of hydroxyl from an organic acid. 
Examples of such acyl radicals include alkanoyl and 
aroyl radicals. The terms "carboxy" or "carbojQ^l", 

25 whether used alone or with other terms, such as 

"carbo3Q^alkyl" , denotes -CO2H. The term "carbonyl", 
whether used alone or with other terms, such as 
"alkoxycarbonyl" , denotes -(C=0)-. The term 
•^alkoxycarbonyl" means a radical containing an alkoxy 

30 radical, as defined above, attached via an oxygen atom 
to a carbonyl radical. Preferably, "lower 
alkoxycarbony 1 " embraces alkoxy radicals having one to 
six carbon atoms. Examples of such ''lower 
alko5^carborr/l" ester radicals include substituted or 

35 unsubstituted methoxycarbonyl , ethoxycarbonyl, 

propoxycarbonyl, butoxycarbonyl and he^ylo^ycarbonyl . 
The term "alkoxycarbonylalkyl" embraces radicals having 



* 
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"alkoxycarbonyl" , as defined above substituted to an 
alkyl radical. The term "carboxyalkyl" embraces 
carboxylic acids attached to an alkyl radical so as to 
have a free acid remaining. The alkanoyl radicals may 
5 be a substituted or unsiibstituted one such as fonnyl, 
acetyl, propionyl, butyryl, isobutyryl, valeryl, 
isovaleryl, pivaloyl, hexanpyl, trifluoroacetyl or the 
like, in which the preferable one is fonoyl, acetyl, 
propionyl or trifluoroacetyl. The "aroyl" radicals may 

10 be benzoyl, naphthoyl, toluoyl, di ( tert -butyl) benzoyl 
and the like and the aryl in said aroyl may be 
additionally substituted. The term "aralkyl" embraces 
aryl-s\jbstituted alkyl radicals. Preferable aralkyl 
radicals are "lower aralkyl" radicals having aryl 

15 radicals attached to alkyl radicals having one to six 
carbon atoms. Exaipples of such radicals include 
benzyl , dipheny Ime thy 1 , t r ipheny Imethy 1 , pheny lethy 1 
and diphenyletlyl. The aryl in said aralkyl may be 
substituted at a s\ibstitutable position with one or 

20 more substituents selected from halo, alkylthio, 
alkylsulfinyl, alkyl, cyano, haloalkyl, l^droxyl, 
alkoxy, hydroxyalkyl and haloalkoxy. The terms benzyl 
and pheny Imethyl are interchangeable. The term 
"arylo5^" embrace oxy-containing aryl radicals attached 

25 through an oxygen atom to other radicals. More 

preferred aryloxy radicals are "lower arylo?^" radicals 
having a phenyl radical. An example of such radicals is 
phenoxy. The term "aryloxyalkyl" embraces allQrl 
radicals having one or more aryloxy radicals attached 

30 to the alkyl radical, that is, to form monoaryloxyalkyl 
and diary lojQralkyl radicals. The "aryloxy" or 
"aryloxyalkyl" radicals may be fxirther substituted at a 
substitutable position with one or more alkyl, alkoxy 
or halo radicals, to provide haloaryloxyalkyl radicals 

35 alkylaryloxy radicals, and the like. Examples of such 
radicals include chlorophenoxy and methylphenoxy . The 
term " aralkyl oxy" embrace oxy-containing aralkyl 
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radicals attached through an o^^gen atom to other 
radicals. The term "aralkyloxyalkyl" embraces alkyl 
radicals having one or more aralkyloxy radicals 
attached to the alJ^l radical, that is, to form 
5 monoaralkyloxyalkyl and diaralkylo5^alkyl radicals. The 
"aralkyloxy" or "aralkylosQ^alkyl" radicals may be 
further substituted on the aryl ring portion of the 
radical. The term "aminoalkyl" embraces alkyl radicals 
substituted with amino radicals. More preferred 

10 aminoalkyl radicals are "lower aminoalkyl" having one 
to six carbon atoms. Examples include aminomethyl, 
aminoethyl and aminobutyl. The term "alkylaminoall^l" 
embraces aminoalkyl radicals having the nitrogen atom 
substituted with at least one alkyl radical. More 

15 preferred alkylaminoalkyl radicals are "lower 
alkylaminoalkyl " having one to six carbon atoms 
attached to a lower aminoalkyl radical as described 
above. The term "alkylamino" denotes amino groups 
which have been substituted with one or two alJiyl 

20 radicals. More preferred alkylamino radicals are 
"lower alkylamino" radicals having one or two alkyl 
radicals of one to six carbon atoms, attached to a 
nitrogen atom* Suitable "alkylamino" may be mono or 
dialkylamino such as N-methylaminO/ N-ethylamino, N,N- 

25 dimethylamino, N,N-diethylamino or the like. The term 
"arylamino" denotes amino groups which have been 
substituted with one or two aryl radicals, such as N- 
phenylamino. Arylamino radicals may be substituted at a 
substitutable position with one or more alkyl, cyano, 

30 alkoxy, alkoxycarbonyl or halo radicals. The term 
"aralkylamino" denotes amino groups which have been 
substituted with one or two aralkyl radicals, such as 
N-benzylamino, N-phenethylamino and phenpropylamino. 
The "aralkylamino" or "arylamino" radicals may be 

35 further sxibstituted on the aryl ring portion of the 
radical. The term "aminocarbonyl " , whether used by 
itself or with other terms such as ""N- 
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alkylaminocarbonyl " , "N-arylaminocarbonyl " , "N, N- 
dialkylaminocarbonyl" and "N-alkyl-N- 
arylaminocarbonyl" , denotes a radical formed by an 
amino substituted carbonyl, or -C(=0)NH2. The term 
5 "alkylaminocarbonyl" embraces "N-alkylaminocarbonyl" 
and "N,N-dialkylaminocarbonyl'*, which denotes 
aminocarbonyl groups which have been substituted with 
one alkyl radical and with two allQri radicals, 
respectively. The N-alkylaminocarbonyl may be 

10 substituted with halo or an lansubstituted one such as 
N-mettQ^laminocarbonyl , N-ethylaminocarbonyl , N- 
propy laminocarbony 1 , N, N-dimethylaminocarbony 1 , 2,2,2- 
trif luoroethylaminocarbonyl or the like. The terms "N- 
monoarylaminocarbony 1 " and "N-alkyl-N- 

15 arylaminocarbonyl " denote amido radicals substituted, 
respectively, with one aryl radical, and one alkyl and 
one aryl radical. The N-arylaminocarbonyl may be 
phenylaminocarbony 1 , naphtlylaminocarbonyl , 
toly laminocarbony 1 , xylylaminocarbonyl , 

20 mesity laminocarbony 1, cumenylaminocarbonyl, and the 
like, in which the preferable one is 
phenyl aminocarbonyl . The term "aDo^lsulfonylamino" 
embraces radicals having an alkylsulfonyl radical 
attached to a nitrogen atom. More preferred are "lower 

25 alkylsulfonylamino" having alkylsulfonyl radicals of 
one to six carbon atoms attached to the nitrogen. The 
terms "heteroarylsulfonylalkyl" emd 
"heteroarylsulfoiylhaloalkyl'* denotes heteroaryl 
radicals attached through a sulfonyl bridging group to 

30 an alkyl radical or haloalkyl radical, respectively. 
More preferred heteroarylsulfonylalkyl and 
heteroarylsulfonylhaloalkyl radicals are "lower 
heteroarylsulfonylalkyl" and "lower 

heteroarylsulfonylhaloalkyl" radicals where the allQ^l 
35 and haloalkyl portions have 1 to 6 carbon atoms. 
Examples of such radicals include 

thienylsulfonylmethyl, and thienylsulfonylbromometlyl. 
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The present invention comprises a pharmaceutical 
conposition coirprising a therapeutically-ef fective 
amount of a compound of Formula I in association with 
at least one pharmaceutically-acceptable carrier, 
5 adjuvant or diluent. 

The present invention also comprises a method of 
treating inflammation or inflammation-associated 
disorders in a subject, the method comprising 
administering to the subject having or susceptible to 

10 such inflammation or disorder, a therapeutically- 
ef fective amount of a compound of Formula I. 

Also included in the family of compounds of Formula 
I are the pharmaceutically-acceptable salts thereof. The 
term "pharmaceutically-acceptable salts" embraces salts 

15 commonly used to form alkali metal salts and to form 
addition salts of free acids or free bases. The nature 
of the salt is not critical, provided that it is 
pharmaceutically-acceptable . Suitable pharmaceutically- 
acceptable acid addition salts of compounds of Formula I 

20 may be prepared from an inorganic acid or from an 
organic acid. Examples of such inorganic acids are 
hydrochloric, hydrobromic, h/droiodic, nitric, carbonic, 
sulfuric and phosphoric acid. Appropriate organic acids 
may be selected from aliphatic, cycloaliphatic, 

25 aromatic, araliphatic, heterocyclic, carboxylic and 

sulfonic classes of organic acids, example of which are 
formic, acetic, propionic, succinic, glycolic, gluconic, 
lactic, malic, tartaric, citric, ascorbic, glucuronic, 
maleic, fumaric, pyruvic, aspartic, glutamic, benzoic, 

30 anthranilic, mesylic, salicylic, p-hydro3c/benzoic. 
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phenylacetic, mandelic, embonic (pamoic), 
methanesulfonic, ethylsulfonic, benzenesulfonic, 
pantothenic, toluenesulf onic , 2-hydroxyethanesulf onic, 
sul f anilic , stearic , cyclohexylaminosulf onic , algenic , 
5 p-hydroxybutyric, salicylic, galactaric and 

galacturonic acid. Suitable pharmaceutically-acceptable 
base addition salts of compounds of Formula I include 
metallic salts made from aluminum, calcium, lithium, 
magnesium, potassium, sodium and zinc or organic salts 

10 made from N,N* -dibenzylethylenediamine, chloroprocaine , 
choline, diethanolaraine, ethylenediamine, meglumine (N- 
methylglucamine) and procaine. All of these salts may 
be prepared by conventional means from the 
corresponding compound of Formula I by reacting, for 

15 example, the appropriate acid or base with the compound 
of Formula I. 



SYNTHETIC PRQGBDTmqg 

20 The compounds of the invention can be synthesized 

according to the following procedures of Schemes I-X, 
wherein the r1-r8 substituents are as defined for 
Formulas I -IV, above, except where further noted. 

25 SCHEME I 

Jj^ -I. X CH^CN, EtOH ^^>r\ , 



R 

1 



3 



Synthetic Scheme I shows the procedure used to 
30 prepare the antiinflammatory substituted thiazoles 3 of 
the present invention from a-haloketones 1. The a- 
haloketones 1, such as 2-bromo-ethanone, are reacted 
with a thioamide 2 or thiourea in acetonitrile and an 
alcohol, such as methanol and ethanol, to give the 4,5- 
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substituted thiazoles 3 via the Hantzsch synthesis (R. 
Wiley et al. The Preparation of Thiazoles. ORGANIC 

REACTIONS, VOLUME 6, (1951)). 

SCHEME II 



4 



AC20,Et3N, A 



2.H2O 




1. DPPA, Et3N, 

Ph-CH3, 
0*C - A 

2. t-BuOH, HCl, 

RT- A 



X 



R2"^^0 



Synthetic Scheme II shows the four step procedure 
10 which can be used to prepare the substituted ketone 
compounds 7 from aldehyde 4 and acid 5. In step one, 
aldehyde 4 and substituted acetic acid 5 are heated in 
acetic anhydride and triethylamine to form the 2,3- 
disubstituted acrylic acids 6 via a Perkin 
15 condensation. In step two, the addition of water 

produces the corresponding 2, 3-disubstituted acrylic 
acids 6, In step three, the acrylic acids 6 are 
reacted with diphenylphosphorylazide (DPPA) and 
triethylamine in toluene at 0®C and then at room 

20 temperature to form acylazides. In step four, the 

* 

crude acylazides are heated to form an isocyanate via a 
Curtius rearrangement. The isocyanate is trapped as 
the N- tert-butyloxycarbonyl enamine derivative via the 
addition of tert-butanol. Acidic hydrolysis using 
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concentrated HCl provides the substituted ketone 7 
intermediates . 

SCEEMl III 

^^^^^ AICI3. A 



R ^ 

8 

X=C1, Br, F, OH 



O 

7 



Synthetic Scheme III shows an alternative approach 
which can be used to prepare the substituted ketone 

10 intermediates 7 via the use of Friedel Crafts 

acylation. An acylating agent 8, such as an acid 
chloride is treated with aluminum chloride in an inert 
solvent, such as methylene chloride, chloroform, 
nitrobenzene, dichlorobenzene or chlorobenzene, and 

15 reacted with R^ to form ketone 7. 

Other synthetic approaches are possible to form 
the desired ketones. These alternatives include 
reacting appropriate Grignard or lithium reagents with 
substituted acetic acids or corresponding esters. 



XBr2, HBr, ^^V^B^ 



1 



25 Synthetic Scheme IV shows the procedure which can 

be used to prepare the substituted haloketone compounds 
1. 1, 2"Disxibstituted ketone intermediates 7 from 
Synthetic Schemes II or II are readily brominated via 
the addition of bromine in acetic acid to form the 2- 

30 bromo-l,2-disubstituted ethanone intermediates 1, 
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Alternative means of forming 2-haloketones 1 
include the conversion of benzoins such as substituted 
2-hydroxyethanones via use of reagents such as thionyl 
chloride, sulfuryl chloride, methylsulfonyl 
5 chloride/lithium chloride, triphenylphosphine 

dichloride or triphenylphosphine dibromide, among 
others. The conversion of simple desoxybenzions to the 
haloketones 1 is readily accomplished via use of 
halogenating reagents such as bromine, N- 
10 bromosucc inimide , N-chlorosuccinimide • 



15 



1 



O^C - r.t. 



H2N Ri ^ 



s 

X 



P2S5 «2N Ri 

9 3 



Synthetic Scheme V shows a procedure for the 
preparation of thioamides 2 by the thiation of the 
oxygen carboxamide 9 counterparts. The carboxamide 9 
is dissolved in a solvent, such as diethyl ether, and 

20 cooled to about 0<=*C. The thiation reagent, such as 
phosphorous pentasulfide (P2S5 or P^Sio) is added and 
maintained at a temperature below room temperature* 
The reaction is warmed to room temperature and stirred. 
The ethereal solution of the thioamide 2 can be 

25 decanted from the reaction mixture and used "as is" , 
Alternative means of forming the thioamides 2 
includes the use of 2, 4-bis (4-methoxyphenyl) -1, 3- 
dithia-2, 4-diphosphetane-2, 4-disulf ide (Lawesson's 
Reagent) as the thiation reagent. The reaction is 

30 heated at reflux. In addition, thioamides 2 can be 
formed by the reaction of a suitable nitrile with 
hydrogen sulfide. 



wo 96/03392 



PCT/US95/09444 



66 

SCHEME VI 




R^02S 



1. MCPBA, CH2CI2 

2. BV2» HBr, HOAc 



11 



H2N R 



R^02S 



CH3CN, 
EtOH 
A 




12 



5 Synthetic Scheme VI shows a three step procedure 

which can be used to prepare alkylsulfonyl substituted 
thiazoles 12 from alkylthio substituted ketones 10. In 
step one, the alkylthioether o£ ethanone 10, where the 
thioether radical is located at R^ and R^ is an alkyl 

10 radical, is first oxidized to cui alkylsulfone using 
jneta-chloroperoxybenzoic acid (MCPBA) (2 eq) in 
methylene chloride at 0**C cuid warmed to room 
temperature, in step two, the alkylsulf onylketone, 
where the alkylsulfone radical is located at R^, is 

15 brominated alpha to the carbonyl using bromine in 

HBr/HOAc to form the alkylsulfonyl-2-bromoethanone 11. 
Condensation of 11 with an appropriate thioamide or 
thiourea 2 provides the corresponding substituted 
5- (4-alkylsulfonylphenyl)thia2ole 12. Alternatively, 

20 the procedure can be utilized to produce thiazoles 
having an alkylsulfonyl radical at R^. 
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SCHEME VII 




13 



1. MCPBA, CH2CI2 




12 



An alternative synthesis of the alkylsulf onyl 
substituted thiazoles 12 is accomplished as shown in 
Synthetic Scheme VII. Thiazole 13, having an 
alkylthiophenyl radical at where R^ is an alkyl 

10 radical, is oxidized with MCPBA (2 equivalents) in 

methylene chloride to form the allc/lsulfone 12. Other 
suitable oxidizing agents include Oxone®, hydrogen 
peroxide, periodate, peracetic acid and the like. 
Alternatively, the procedure can be utilized to produce 

15 thiazoles having an alkylsulfonylphenyl radical at r2. 

Scheme VIII 



o 

11 

Ar— S-CH3 

II 

o 
14 



1. 
2. 



1. Base, THF, -ve'^C 



2. 
3. 



B(R) 



3» 



H2NOSO3H, 

NaOAc, H2O 



Base, THF, -78**C 
0*C, {PhS02>2NF 



o 

II 

Ar— S*NH4 

II 

o 

15 



o 

II 

Ar-8-CHaF 



16 
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Synthetic Scheme VIII shows the three step 
procedure used to prepare sulforicunide antiinflammatory 
agents 15 and the two step procedure used to prepare 
5 fluoromethyl sulfone antiinflammatory agents 16 from 
their corresponding methyl sulfones 14. In step one, a 
THF solution of the methyl sulfones 14 at -78**C is 
treated with an alkyllithiura or organomagnesium 
(Grignard) reagent (RMgX) , e.g., methyllithium, n- 

10 butyllithium, etc. In step two, the anions generated 
in step one are treated with an organoborane , e.g., 
triethylborane, tributylborane, etc., at -78®C then 
warmed to ambient tenperature prior to stirring at 
refl\ix. An alternative to the boron chemistry involves 

15 room temperature alky lat ion, such as with 

trimethylsilylmethylhalides, followed by treatment with 
tetrabutylammonium fluoride (IM in THF) . in step three, 
an aqueous solution of sodium acetate and hydroxyamine- 
0-sulfonic acid is added to provide the corresponding 

20 sulfonamide antiinflammatory agents 15 of this 
invention. Alternatively, the anion solutions 
generated in step one may be warmed to 0**C and treated 
with N-fluorodibenzenesulfonamide to provide the 
corresponding fluoromethyl sulfone antiinflammatory 

25 agents 16 of this invention. 
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Scheme IX 



10 



15 



20 




CO2CH3 
R 



2 I. NaOCH) 



EtOH. A 



!• 2. HBr, HaO 

A 



17 



19 



1. C1S03H 

2. NH40K 



SO2NH2 

1. Br, 



JUD' 



SO2NH2 



Br 



31 



ao 



H2NO2S 



IRt-CS-NH, 



23 



Synthetic Scheme IX shows the four step procedure 

used to prepare sulfonamide antiinflammatory agents 23 

of the present invention. Synthesis of deoxybenzoin 

intermediates can be acconplished via condensation of 

an appropriate "benzylate" anion with an appropriate 

ester. As shown in Scheme IX, phenylacetonitrile 17 

upon deprotonation with an appropriate base (eg- sodium 

methoxide, sodium hydride, lithium diisopropyl amide, 

etc), will react with an appropriate ester 18 to form 

an a-cyanoketone. Acid catalyzed hydrolysis of the 

nitrile and subsequent decarboxylation yield the ketone 

intermediate 19. Chlorosulfonation of the ketone 19) 

will yield a sulfonyl chloride intermediate which 
reacts readily with ammonia (eg. NH4OH) to yield the p- 

benzenesulfonamide derivative 20. Bromination of this 
ketone 20 with Br2 using HBr as catalyst yields the 

corresponding alpha-bromoketone 21. This bromoketone 
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can be condensed with thioamides and thioureas 22 in 
the Hantzsch reaction to form the thiazole nucleus 23. 




Alternatively, the sulfonamide moiety can be 
introduced after the thiazole ring has already been 

10 formed. Treatment of an appropriately substituted 
phenyl-thiazole 2^ with neat chlorosulfonic acid 
followed by reaction with ammonia yields the 
corresponding (S-thiazolyDbenezenesulf onamide 25. The 
other regioisomer, (4-thiazolyl)benezenesulf onamide, 

15 can be prepared depending on the substituent. For 
example, if the phenyl radical at position 5 is 
substituted at the para position. 

The following examples contain detailed 
descriptions of the methods of preparation of compounds 

20 of Formula I-IV. These detailed descriptions fall 
within the scope, and serve to exemplify, the above 
described General Synthetic Procedures which form part 
of the invention. These detailed descriptions are 
presented for illustrative purposes only and are not 

25 intended as a restriction on the scope of the 

invention. All parts are by weight and temperatures are 
in Degrees centigrade unless otherwise indicated. 
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Example 1 




5 2 - ( ( 4 -Chlorophenoxv) methvl ) -4 - f 4 - f luorophenvl ) ■ 
5- ( 4 -methvlsulf onvlphenvl \ hhiazole 

Step 1 Preparation of 2- (4-f luornnhpn vl) U- 
methvlthioDhenvUpronenoi g acid; 

10 Acetic anhydride (500 mL) , 4- 

(methylthio)benzaldehyde (100.2 0.66 mol), 4- 
fluorophenylacetic acid (101.6 g, 0.66 mol) , and 
triethylamine (68.1 g, 0.67 mol) were heated to reflux 
for 1.75 hours. The reaction was cooled to 110**C, and 

15 water (500 mL) was added cautiously. This caused the 
solution to reflux vigorously and the temperature to 
rise to 135**C. A yellow precipitate formed, and after 
cooling to room temperature, was collected by 
filtration, washed with water, and recrystallized from 

20 ethyl acetate/isooctane to provide the diarylpropenoic 
acid as yellow needles (135.2 g, 71%): mp 172-176**C. 
iH NMR (acetone-de) 6300 MHz 7.84 (s, IH) . 7.03-7.28 
(m, lOH), 2.46 (s, 3H) ; i^F NMR (acetone-de) -116.11 
(m) . Mass spectrum: M-** 288. 

25 

Step 2: Preparation of 1- f4-f luornnhenyH f 4- 
methvlthiopheny 1 ) et hanone ! 

The diarylpropenoic acid from Step 1 (226.5 g, 
0.78 mol) was added to anhydrous toluene (800 mL) and 
30 triethylamine (81.2 g, 0.80 mol). After cooling to 
0°C, diphenylphosphoryl azide (217.4 g, 0.79 mol) was 
added. The solution was stirred at 0**C for twenty 
minutes and at room temperature for 2,5 hours. The 
reaction was poured into water, extracted with ether. 
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dried over magnesium sulfate, and concentrated in 
vacuo to remove the ether. The remaining toluene 
solution was heated to reflux and a vigorous evolution 
of gas occurred. After 1.25 hours, tert-butyl alcohol 
5 (80 mL, 0.84 mol) was added to the reaction. After an 
additional twenty minutes, concentrated hydrochloric 
acid (41 mil) was added slowly causing the reaction to 
foam. The reaction was heated at 90**C overnight (14 
hours) and after cooling, a white precipitate formed. 

10 The precipitate was isolated by filtration, washed 
with cold ether, and air dried to yield the desired 
ketone (182.7 g, 89%): mp 134.5-138*0. iH NMR 
(acetone-de) 300 MHz 8.16 (m, 2H) , 7.24 (m, 6H) , 4.34 
(s, 2H), 2.46 (s, 3H); i^F NMR (acetone-de) -107,88 

15 (m) . 

Step 3: Preparation of 1- luoronhenvl ^ -3- 
methvlthiophenvl ) -2-brQmoethanone r 

The ketone from Step 2 (55.5 g, 0.21 mol) was 

20 added to acetic acid (250 mL) and 33% HBr in acetic 
acid (120 mL) . The solution was stirred and treated 
with bromine (11.1 mL, 0.21 mol) at such a rate that 
the bromine color was discharged rapidly, ca. 15 
minutes. After an additional 10 minutes at room 

25 temperature, the solution was filtered and the 

filtrate concentrated in vacuo to give the bromoketone 
as an orange solid. The crude bromoketone was 
dissolved in dichlorome thane and washed with IN 
NaHSOs, dried over anhydrous MgS04, filtered and 

30 concentrated in vacuo to give 68.8 g of l-(4- 

fluorophenyl) -2- (4-methylthiophenyl) -2-bromoethanone 
as a yellow solid which was used directly in the next 
step. 

35 Step 4 : Preparation of 2- ( (4-chlornphenQxv)Tnf^t.hvi ^ -/i- 
( 4-f luorophenvl ) - 5- ( 4-mfir.hvl thiophpnvl ) thia^nl ^ . 

A solution of the bromoketone from Step 3 (2.51 
g, 7.4 mraol) and 4-chloropheno>Qr thioacetamide (1.27 



« 
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g, 7.3 mmol) in 25 mL of acetonitrile was heated to 
reflux for 4 hours and concentrated in vacuo , the 
residue was taken up in ethyl acetate and washed 
successively with sat. aq. NaHCOa, brine, dried over 
5 anhydrous MgS04, filtered and concentrated Aa vacuo to 
give the crude thiazole. The thiazole was purified by 
flash chromatography on silica gel, eluting with 5% 
ethyl acetate in hexane. The appropriate fractions 
were combined, concentrated in vacuo and then the 

10 crude solid was recrystallized from methanol to give 
pure thiazole (1.71 g, 61%) : mp 91-95''c. iH NMR 
(CDCI3) 300 MHZ 7.49 (m, 2H) , 7.22 |m, 6H), 6.99 (m, 
4H) , 5.37 (s, 2H), 2.49 {s, 3H) ; l^F NMR (CDCI3) 
-113 • 53 (m) . High resolution field desorption mass 

15 spectrum Calc'd. for C23Hi7ClFNOS2Li (M++Li) : 
448.0584. Found: 448,0554. 

5: ereparation of 2-( (4^hlorot)henoxv)methvl)^4- 
.(4-f luprophenvl) -5- f 4-methvlsulfQn vlphenvl) thiazoler 

20 A solution of the thiazole from Step 4 {1.39 g, 

3.1 mmol) in 20 mL of dichlorome thane was treated with 
jn-chloroperbenzoic acid (MCPBA) (2.22 g, 6.4 mmol) at 
0**C for 1 hour. The solution was washed with 10% aq. 
NaHSOs, 10% Na2C03, dried over anhydrous MgS04, 

25 filtered and concentrated in vacuo to give a white 
foam that was purified by recrystallization from a 
mixture of dichlorometheme and isoocteuie to give pure 
product (1.24 g, 83%): mp 140-43'*C. iH NMR (CDCI3) 
300 MHz 7.87 (d, J= 8.5Hz, 2H) , 7.53 (d, J=8.5Hz, 2H) , 

30 7.45 (m, 2H) , 7.27 (d, J=9.2Hz, 2H) , 6.99 (m, 4H) , 
5.38 (s, 2H), 3.08 (s, 3H) ; l^F NMR (CITls) -112.40 
(m) . Mass spectrum: M+H = 474. 
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5 2 - ( 2 - Chloropheny 1 ) - 4 -phenyl - 5 - ( 4 - 

methylBulf onylphenyl ) thiazole 

Step 1: Preparation of u- 
methvlthioDhenvllnronftnoir arid. 

10 A mixture of acetic anhydride (500 mL) , 4- 

(methylthio)benzaldehyde (113,1 g, 0,743 mol) , 
phenylacetic acid (101.2 g, 0.743 mol) , and 
triethylamine (75.8 g, 0.75 mol) was heated to reflxix 
for 5 hours. The reaction was cooled to 110**C, and 

15 water (500 mL) was added. A yellow precipitate 

formed, and after further cooling to room temperature, 
the solid was collected by filtration, washed with 
water, and recrystallized from isopropyl alcohol to 
give the diary Ipropenoic acid as white needles (94.2 

20 g, 57%): mp 167-169'*C. iH NMR (CDCI3) 5300 MHz 12.00 
(br s, IH), 7.91 (s, IH), 7.38 (m, 3H) , 7.24 (m, 2H) , 
7.00 (d, 2H), 6.99 (d, 2H) , 2.43 (s, 3H) . 

Step 2 : Preparation of 2- (4-methvithinn henvl) -i- 

25 Phenyl fit.hflnonfiT 

The diarylpropenoic acid from Step 1 (12.27 g, 
45.4 mmol) and triethylamine (8.44 g, 84 mmol) were 
dissolved in 110 mL of anhydrous toluene, cooled to 
0 C and treated with diphenylphosphoryl azide (12.6 g, 
.30 83.4 mmol). The solution was maintained at 0°C for 

twenty minutes and warmed to room temperature for 2.5 
hours. The reaction was poured into water, extracted 
with ether, dried over magnesium sulfate, and 



wo 96/03392 



PCT/US9S/09444 



77 

concentrated in vacuo to remove the ether. The 
remaining toluene solution was heated to reflux for 
1,25 hours. tert-Butyl alcohol (5 mL, 53 mmol) was 
added to the solution, after an additional twenty 
5 minutes, concentrated hydrochloric acid (4 mL) was 
cautiously added and the reaction maintained at 90'*C 
overnight (14 hours) . After cooling the solution to 
room temperature, a white precipitate formed which was 
isolated by filtration, washed with cold ether, and 

10 air dried to yield the desired ketone which was 

crystallized from a mixture of dichloromethane and 
isooctane (5.16 g, 47%): mp 123-127^*0. NMR (CDCI3) 
300 MHz 7.99 (d, J=7,3Hz, 2H) , 7.56 (m, IH) , 7.46 (m, 
2H), 7.22 (d, J=8.4Hz 2H) , 7.20 (d, J=8.5H2, 2H) , 4.24 

15 (s, 2H), 2.46 (s, 3H). 

SLSBlA: fiCfiParation-pf 2-brQmo-2- (4-methvlthiQphenvl) - 
l^^nhenvJLethanone : 

A solution of the ketone from Step 2 (2.35 g, 9.7 
20 mmol) in acetic acid (50 mL) and 33% HBr in acetic 
acid (4 mL) was treated with a 1.1 M solution of 
bromine in acetic acid (9 mL, 9.9 mmol) and then 
stirred at room temperature for 1 hour. The solution 
was diluted with dichloromethane and washed with IN 
25 NaHSOa, dried over anhydrous MgS04, filtered and 

concentrated An ^caSiiQ to give the bromoketone which 
was used directly in the next step (2.38 g, 76%): mp 
93-95''c. IH NMR {CDCI3) 300 MHz 7.97 (d, J=7,3H2, 
2H), 7.57 (m, IH) , 7.46 (m, 4H) , 7.24 (d, J=8.5H2, 
30 2H), 6.35 (s, IH), 2.47 (s, 3H) . 

StfiB-^: ^ACfiParation of 2- (2-chlorophenvl) -4-phenYl-'^- 
lAjime.thvl thiophenvllthiazQle : 

A solution of the bromoketone from Step 3 (2.38 
35 g, 7.4 mmol) and 4-chlorothioben2amide (1.29 g, 7.5 
mmol) in 25 mL of acetonitrile was heated to reflux 
for 14 hours. The solution was cooled to room 
temperature and poured into 25 mL of methanol 
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15 



20 



whereupon crystals of pure diaryl thiazole formed 
which were isolated by filtration and air dried to 
afford the pure diaryl thiazole (2.01 g, 69%): mp 107- 
lOg.B^'c. IH NMR {CDCI3) 300 MHz 8.37 (m, IH) , 7.62 
(m, 2H), 7.49 (d, J=7,7Hz, IH) , 7.32 (m. 7H) , 7.22 
(d, J=8.5Hz, 2H) , 2.51 (s, 3H) . Mass spectnam M+H 
=394. 

Preparation ot 2"(2-chlQrpphenyl)-4-phenYl-5- 

( 4 -methvlfiulf onvlphenvl > thiazole : 

A solution of the diaryl thiazole from Step 4 
(1.90 g, 4.8 mmol) in 10 mL of dichloromethane was 
treated with MCPBA (3.40 g, 9.9 mmol) at 0**C for 1 
hour. The solution was washed with 10% aq. NaHSOa, 
10% Na2C03, dried over anhydrous MgS04, filtered and 
concentrated in vacuo to give a yellow solid that was 
purified by flash chromatography on silica gel eluting 
with 1:1 hexane: ethyl acetate to provide 1.5 g, 73% of 
pure product: mp 191.5-195*'c. iH NMR (CDCI3) 300 MHz 
8,40 (m, IH) , 7.88 (d, J=8.5Hz, 2H) , 7.51-7.62 (m, 5 
H) , 7.35-7.41 (m, 5H) , 3.09 (s, 3H) . High resolution 
mass spectrum Calc'd. for C22H16CINO2S2: 425.0311. 
Found: 425.0315. 



Example 3 




F 



2- (2-Chlorophenyl) -4- ( 3 -f lubrophenyl) -5- {4- 
30 methylBulf onylphenyl ) thiazole 
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Exeparation of 2- (3-fluorophe nvl) -3- (4- 
metJxidJJ:^iQPherQ^Alp^^ acid: 

A mixture of acetic anhydride (60 mL) , 4- 
(methylthio)benzaldehyde (4.99 g, 33 mmol), 3- 
5 fluorophenylacetic acid (5.08 g, 33 nunol), and 

triethylamine (3.98 g, 39 mmol) was heated to refliix 
for 4 hours. The reaction was cooled to 120**C, and 
water (120 mL) was added. A yellow precipitate formed 
and, after further cooling to room temperature, was 

10 collected by filtration, washed with water, and 
recrystallized from toluene to give the desired 
intermediate as a yellow solid (3.72 g, 39%): mp 184- 
187*'C. IH NMR (CDCI3) 300 MHZ 7.92 (s, IH) , 7.35 (m, 
IH), 7.26 (d, J=6.3Hz, IH), 7,19 (d, J=7.7Hz, IH) 7.00 

15 (m, 5H), 2.44 and 2.36 (s, 3H) ; 19f nmr (CDCI3) 
-112,61 (m) . Mass spectrum M+H=289. 

StjetS-^: -Preparation of 1- ( V-fluorophenvl) -2- (4- 
me^J:^V-lthiQPhfinyJLiethanQne ! 

20 A solution of the intermediate from Step 1 (3.57 

g, 12.4 iranol) and triethylamine (1.41 g, 13.9 mmol) 
dissolved in 35 mL of anhydrous toluene was cooled to 
O^C and treated with diphenylphosphoryl azide (3,53 g, 
12.8 mmol) . The solution was maintained at 0**C for 

25 twenty minutes and warmed to room temperature for 3 
hours. The reaction was poured into water, extracted 
with ether, dried over magnesium sulfate, and 
concentrated in vacuo to remove the ether. The 
remaining toluene solution was heated to reflux for 1 

30 hour. tert-Butyl alcohol (4 mL, 42 mmol) was added to 
the reaction mixture. After an additional twenty 
minutes, concentrated hydrochloric acid (4 mL) was 
cautiously added and the reaction maintained at 80°C 
overnight (14 hours). After cooling the solution to 

35 room' temperature, the mixture was poured into a 

separator/ funnel and washed with water. The toluene 
layer was dried with anhydrous MgS04, filtered and 



0 
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concentrated in vacuo to give a yellow powder. The 
crude solid was crystallized from a mixture of 
dichloromethane and isooctane to provide 1.30 g (40%) 
of the desired ketone: mp 116-120'*C. iH NMR (CDCI3) 
5 300 KHz 7.77 (d, J=7.9 Hz, IH) , 7,68 (dt, J=9.4Hz 

2.6Hz, IH), 7.43 {m, IH) , 7.21-7.29 (m, 3H) , 7.18 (d, 
J=8,3Hz, 2H) , 4.22 (s, 2H) , 2.46 (s, 3H) ; 19F NMR 
(CDCI3) -111.82 (m) . Mass spectrum M+H=261. 

10 Step 3 : £re]QaraiJ.QPL_QJL^2d bromo- 1 - ( 3 - f luor o phenvl ) 2 - ( 4 - 

A solution of the ketone from Step 2 (1.53 g, 5.9 
mmol) in acetic acid (20 mL) and 33% HBr in acetic 
acid (0,5 mL) was treated with a 0.99 M solution of 

15 bromine in acetic acid (6.1 mL, 6.0 mmol) and stirred 
at room temperature for twenty minutes. The contents 
of the flask solidified and the precipitate was 
isolated by filtration. The filtrate solution was 
diluted with dichloromethane and washed with IN 

20 NaHSOs, dried over anhydrous HgS04, filtered and 
concentrated in vacuo to give a solid that was 
combined with the original precipitate to provide 1.92 
g (96%) of bromoketone: mp 101-104**C. iH NMR (CDCI3) 
300 MHz 7.73 (d, J=7.9Hz, IH) , 7.67 (dt, J=9.4Hz 

25 2.3Hz, IH), 7.41 (m, 3H) , 7.24 (m, 3H) , 6.27 (s, IH) , 
2.47 (s, 3H); 19 F NMR (CDCI3) -111.18 (m) . Mass 
spectrum: M+H =340. 



S£Sn-4: Preparation of 2- (2-chlQrQPhenvl) -4- (3- 
30 j^luorophenvl ) - 5 - ( 4^^metJ3vll±iiQPhenvl ) thiazole : 

A solution of the bromoketone intermediate from 
Step 3 (0.77 g, 2. 3, mmol) and 4-chlorothiobenzamide 
(0,40 g, 2.3 mmol) in 10 mL of acetonitrile was heated 
to reflux for 4 hours. The solution was cooled to 
35 room teit^erature and poured into 25 mL of methanol 
whereupon crystals of thiazole formed which were 
isolated by filtration and air dried to afford the 
pure thiazole (0.66 g, 71%): mp 106.5-108**C. iH NMR 
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{CDCI3) 300 MHz 8,37 (dd, J=7.4Hz 2,2Hz, IH) , 7.49 
(d, J=7.0Hz, IH), 7.21-7.42 (m, 9H) , 7.00 (t, J=8.5Hz, 
IH), 2.51 (s, 3H); l»F NMR ICDCI3) -113.10 (m) . Mass 
spectnim: M+=412. 

5 

Step 5 : Preparation of 2- f^-chloronhe nvl) -4- n- 
f lUOrOPhenvl ) -S- (4-mer.hvlRnlfQnvlphenvl) thi^^^nlp. 

A solution of the thiazole from Step 4 (610 mg, 
1.48 mmol) in 15 mL of dichloromethane was treated 

10 with MCPBA (1.05 g) at room temperature for 72 hours. 
The solution was washed with 10% aq. NaHSOa, 10% 
Na2C03, dried over anhydrous MgS04, filtered and 
concentrated In vacuo to give a yellow oil that was 
crystallized from toluene to give yellow needles (320 

15 mg, 48%): mp 133 • 5-135**C. iH NMR (CDCI3) 300 MHz 

8.39 (m, IH), 7.91 (d, J=8.5H2, 2H) , 7.63 (d, J=8.5H2 
2H), 7.51 (m, IH), 7.40 (m, 3H) , 7.28 (m, 2H) , 7.10 
(m, IH) 3.10 (s, 3H); 19f NMR (CDCI3) -112.70 (m) . 
Mass spectrum: M+=444. 

20 

Example 4 




25 4- (2, 4-Di£luoroplienyl) -2- (2*chlorophenyl ) -5- (4*- 

methylsulf onylphenyl ) thiazole 

StW 3 ' Preparation of 2- ^2 . 4-dif Inni-or^ henvl^ f 4- 
methvlthi nnhpnvl )nrnnPnoir arid. 

A mixture of acetic anhydride (50 mL) , 4- 
{methylthio)ben2aldehyde (3.75 g, 24.6 mmol), 2,4- 
difluorophenylacetic acid {4.41 g, 24.6 mmol), and 
triethylamine (2.80 g, 27.7 mmol) was heated to reflux 
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for 3.5 hours. The reaction was cooled to 90**C, and 
water (100 itiL) was added. A yellow oil formed that 
solidified upon stirring. The solid was collected by- 
filtration, and dissolved in ethyl acetate, dried over 
5 anhydrous MgSO^, filtered and concentrated in vacuo. 
The solid thus obtained was recrystallized from 
toluene to give the desired acid (3.18 g, 42%): mp 
leS-lVl'^C. IH NMR (acetone-de) 300 MHz 7.95 (s, IH) , 
7.08-7.18 (m, 7H) , 2.47 and 2.31 (s, 3H) ; l^F NMR 
10 (acetone-de) -110.81 Im) -111.75 (m) . Mass spectrum: 
M+H=306. 

Step 2: Preparati on of 1- (2 . 4-dif luorophen vl) -2- (4- 
methvlthiophenvJLLethanQXXfijL 

15 A solution of the acid from Step 1 (3.11 g, 10.2 

mmol) and triethylamine (1.23 g, 10.8 mmol) dissolved 
in 15 mL of anhydrous toluene, was cooled to 0**C and 
treated* with diphenylphosphoryl azide (2.98 g, 10.8 
mmol ) . The solution was maintained at O^C for twenty 

20 minutes and warmed to room temperature for 1 hour. 
The reaction was poured into water, extracted with 
ether, dried over magnesium sulfate, and concentrated 
in vacuo to remove the ether. The remaining toluene 
solution was diluted with an additional 10 mL of 

25 toluene and heated to 90**C for 1.5 hours. tert-Butyl 
alcohol (4 mL, 42 mmol) was added to the reaction 
mixture. After an additional twenty minutes, 
concentrated hydrochloric acid (4 mL) was cautiously 
added and the reaction maintained at 90°C overnight 

30 (16 hours) . After cooling the solution to room 
temperature, the mixture was diluted with ethyl 
acetate, and washed with water. The organic layer was 
dried with anhydrous MgSO^, filtered and concentrated 
in vacuo to give a yellow solid. The crude solid was 

35 crystallized from a mixture of ethyl acetate and 

hexane to provide the desired ketone (2.19 g, 77%): mp 
82-88. S^'C. IH NMR (CDCI3) 300 MHz 7.91 (q, J=6.0Hz, 
IH) , 7.22 (d, J=8.1Hz, 2H), 7.15 (d, J=8.5Hz, 2H) , 



wo 96/03392 



PCT/US9S/094W4 



83 

6.82-6,97 (m, 2H) , 4.21 (d. J=2.6Hz, 2H) , 2.46 (s, 
3H); l^F NMR {CDCI3) -101.74 (m) , -104.15 (m) . Mass 
spectrum: M+=278 . 

5 gxeparation of 1- (2.4-dif luor ophenvl) -2-brQTnr.- 

2- (4-methvlthlQPhenvl) ethanoner 

A solution of the ketone intermediate from step 2 
(2.05 g, 7.4 mmol) in acetic acid (30 mL) and 33% HBr 
in acetic acid (0,5 mL) was treated with a 0.99 M 

10 solution of bromine in acetic acid (7.6 mL, 7.5 mmol) 
and stirred at room temperature for 1 hour. The 
solution was concentrated in vacuo and the residue was 
taken up in dichloromethane, washed with IN NaHSOa, 
brine, dried over anhydrous MgSO^, filtered, and 

15 concentrated in vacuo to give a brown solid (2.39 g, 
90%) that was unstable and used directly in the next 
step without further purification. iH NMR (CDCI3) 300 
MHz 7.94 (q, J=6.3Hz, IH) , 7.37 (d, J=8.5Hz, 2H) , 7.21 
(d, J=8.5Hz, 2H), 6.97 (m, IH) , 6.84 (m, IH) , 6.28 (s, 

20 IH), 2.46 (s, 3H); ISp NMR (CDCI3) -100.31 (m) , 
-103.50 (m) . Mass spectrum: M+H = 358. 

SLSSlA: Brenaxal^n of 4- (2^-di£luor Qphenvl> -2- (2- 
chlorophenvl) -5- U-m^ tJbvJLthiophenvl) thiazole; 

25 A solution of the bromoketone intermediate from 

Step 3 (0,49 g, 1.3 mmol) and 4-chlorothiobenzamide 
(0.24 g, 1.4 mmol) in 5 mL of acetonitrile was heated 
to reflxix for 3 hours. The solution was cooled to 
room temperature and poured into 20 mL of methanol, 

30 chilled with an ice bath, \ft4iereupon crystals of the 
thiazole formed which were isolated by filtration and 
air dried (0.31 g, 52%): nqp 103-105*^0. iH WMR (CDCI3) 
300MHz 8.31 (m, IH) , 7.50-7.60 (m, 2H) , 7.36 (m, 
2H), 7.23 (d, J=8.5Hz, 2H) , 7.19 (d, J=8.5Hz, 2H) , 

35 6.94 (t, J=8,5Hz, IH) , 6.83 (t, J=9.2Hz, IH) 2.48 (s, 
3H). 19F NMR (CDCI3) -108.50 (m) , -109.49 (m) . Mass 
spectrum M+H=430. 
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St^eo 5: Pr Pnarar iQn of 4- (2 . 4-dif luoronhenvl ) -2- f r^- 
chloronhenvl) -5- (4-methvlsulfonvlDhenvl) thiazole: 

A solution of the thiazole from Step 4 (260 mg, 
0.60 mmol) in 4 mL of dichloromethane was treated with 
5 MCPBA (0.42 g) at room temperature for 1,5 hours. The 
solution was diluted with additional dichloromethane, 
washed with 10% aq. NaHSOa, 10% Na2C03, dried over 
anhydrous MgS04, filtered and concentrated in vacuo to 
give a white solid that was recrystallized from a 

10 mixture of dichloromethame and isooctane to give white 
needles (250 mg, 89%): mp 166-169'c. iH NMR (CDCI3) 
300 MHz 8.34 (m, IH) , 7.88 (d, J=8.5Hz, 2H) 7.65 (q, 
J=:6.6H2, IH) , 7.55 (d, J=8.lHz, 2H) , 7.41 (m, 2H) , 
7.26 (s, IH) , 6.99 (t, J=8,lHz, IH) , 6,83 (t, J=8.9Hz,. 

15 IH) 3.08 (s, 3H); l^F NMR (CDCI3) -108.40 (m) , 
-108.69 (m) . Mass spectrum: M+H=462. 



2- (2-Chlorophenyl) -4- ( 2 -methy Ipheny 1 ) -5- (4- 
methylsulfonylphenyl ) thiazole 

25 £];££lJ.: Preparation ot 2*(2-inethYlphenYl)-3-(4- 

methvlthiophenvDnropenQic acid: 

A mixture of acetic anhydride (160 mL) , 4- 
(methylthio)benzaldehyde (25.32 g, 166 mmol), 2- 
methylphenylacetic acid (24.95 g, 166 mmol), and 
30 triethylamine (17.89 g, 176 mmol) was heated to reflux 
for 2.67 hours. The reaction was cooled to 100*C, and 
water {200 mL) was added. A clear oil formed that 
solidified upon chilling with an ice bath. The solid 



Example 5 



20 




CH3 
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was collected by filtration, and recrystallized from a 
mixture of ethyl acetate and isooctane to give the 
desired acid in two crops (18,6 g, 39%): mp 134-137**C. 
iH NMR (CDCI3) 300 MHz 9.80 (br s, IH) , 7,91 (s, IH) , 
5 7.28 (m, 3H) , 7.12 (d, J=7.5Hz, IH) , 7.00 (d, J=8.5Hz, 
2H), 6,93 (d, J=8.5Hz, 2H) , 2,42 (s, 3H) , 2.16 (s, 
3H) . High resolution mass spectmm Calc'd. for 
Ci7Hi602S: 284.0871. Found: 284.0863. 

10 StfiEL^: £reparatiQn_Q£. 1- (2-methvlphenvl)2- (4- 
methylthlQPhenvJLlethanone ; 

A solution of the acid from Step 1 (8.29 g, 29.2 
mmol) and triethylamine (3,46 g, 34.2 mmol) dissolved 
in 30 mL of anhydrous toluene, was cooled to 0®C and 

15 treated with diphenylphosphoryl azide (8.23 g, 29.9 
mmol) . The solution was maintained at 0**C for 45 
minutes and warmed to room temperature for 3,75 hours. 
The reaction was poured into water, extracted with 
ether, dried over magnesium sulfate, and concentrated 

20 in vacuo to remove the ether. The remaining toluene 
solution was heated to 110**C for 1 hour. tert-Butyl 
alcohol (6 mL, 63 mmol) was added to the reaction 
mixture, after an additional twenty minutes, 
concentrated t^rdrochloric acid (2,6 mL) was cautiously 

25 added and the reaction maintained at 90**C overnight 
(16 hours) , After cooling the solution to room 
temperature, the mixture was concentrated in vacuo and 
the residue was taken up in ethyl acetate, washed 
successively with water, sat. aq. NaHCOa and brine, 

30 dried over anhydrous MgSO^, filtered and concentrated 
in vacuo to give a yellow solid (6.44 g, 86%): mp 54- 
61**C. IH NMR (CDCI3) 300 MHz 7.69 (d, J=7.7Hz, IH) , 
7.36 (m, IH) , 7.20-7.26 (m, 4H) , 7.16 (d, J=8.5Hz, 
2H), 4.17 (s, 2H), 2,46 (s, 3H) , 2.44 (s, 3H) . Mass 

35 spectrum M't-H=257. 

3 : Pr^paratioCL-Q^^-bromo-l- ( 2-m ethvlphenvl \ -2- 
lAjdPiatJbyl thiQPhenyJLJ_&thanQne : 
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A solution of the ketone from Step 2 (5.92 g, 
23.1 mmol) in acetic acid (50 mL) and 33% HBr in 
acetic acid (2 mL) was treated with a 1.1 M solution 
of bromine in acetic acid (21.7 mL, 23.8 mmol) and 
5 stirred at room temperature for 2 hours. The solution 
was concentrated in vacuo and the residue taken up in 
dichloromethane, washed with IN NaHSOs and sat. aq» 
NaHCOa, dried over anhydrous MgS04, filtered and 
concentrated in vacuo to give a yellow solid which was 

10 used directly in the next step without further 
purification (5.97 g, 77%): mp 85-89**C . iH NMR 
(CDCI3) 300 MHz 7.56 (d, J=7.9Hz, IH) , 7.41 (d, 
J=8.5Hz, 2H), 7.37 (d, J=7.7H2, IH) , 7.22 (m, 4H) , 
6.18 (s, IH), 2.47 (s, 3H), 2.44 (s, 3H) . Mass 

15 spectrum M+H=341. 

Step 4: Preparation of 2- -4- 
methvlphenvl ) -5- (4-methvltihionhenvl ) t:hiay.ol^> 

A solution of the bromoketone intermediate from 
Step 3 (0.68 g, 2.03 mmol) and 4-chlorothiobenzamide 
(0,34 g, 1.98 mmol) in 10 mL of acetonitrile was 
heated to reflux for 16 hours. The solution was 
cooled to room temperature and poured into 30 mL of 
methanol, chilled with an ice bath whereupon crystals 
of pure thiazole formed which were isolated by 
filtration and air dried to afford the desired 
thiazole (220 mg, 27%): mp 116-119**C. iH NMR (CDCI3) 
300 MHz 8.33 (m, IH) , 7.50 (m, IH) , 7.16-7.36 (m, 
8H), 7.12 (d, J=8.7HZ, 2H) , 2.46 (s, 3H) , 2.18 (s, 
3H) . Mass spectrum: M+=407. 

SLSSL^i Preparation of 2- (2-ghlnrnr> henvl) -4- f 
methvlphenvl ) -5- f 4-methvlsulf onvlnhenvl ) thi^Tn] ^ ; 

A solution of the thiazole from Step 4 (220 mg, 
35 0.54 mmol) in 5 mL of dichloromethane was treated with 
MCPBA (390 mg, 1.13 mmol) at room temperature for 55 
minutes. The solution was diluted with additional 
dichloromethane, washed with 10% aq. NaHSOs, and 10% 
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Na2C03, dried over anhydrous MgSO^, filtered and 
concentrated in vacuo to give a yellow powder that was 
recrystallized from a mixture of dichloromethane and 
isooctane to give a yellow solid (44 mg, 18%): mp 
5 156.5-157''C. IH NMR (CDCI3) 300 MHz 8,38 (m, IH) , 

7.79 (d, J=8.6Hz, 2H), 7.52 (m, IH) , 7.46 (d, J=:8.3Hz, 
2H), 7.39 (m, 2H), 7.21-7.34 (m, 4H) , 3.05 (s, 3H), 
2.19 (s, 3H) . High resolution mass spectrum Calc'd. 
for C23H18CINO2S2 : 439.0468. Found: 439,0476. 

10 




15 2- (2-CS&lo7opheaifl) - 5- ( ^-aetSiylsulf oaylpSieayl ) - 

4- (2-thi@nyl) thiasol© 

S£^ElJ.: P-Xeparation of 3- (4^ethvlthioDhenvl) -2- (2- 
JJxlBnsJJjit:QPenQic acid; 

20 A mixture of acetic anhydride (90 mL) , 4- 

(methylthio)benzaldehyde (13.17 g, 82.2 mmol), 2-(2- 
thienyl) acetic acid (12.09 g, 83.3 mmol), and 
triethylamine (8.60 g, 85 mmol) was heated to reflux 
for 4 hours. The reaction was cooled to 85**C, and 

25 water (80 mL) was added. A brown solid was isolated 
by filtration and air dried to afford the propenoic 
acid (8.48 g, 37%): mp 201-206*C. IH NMR (DMSO-de) 
300 MHz 12.80 (br s, IH) , 7.77 (s, IH) , 7.60 (d, 
J=5.2Hz, IH), 7.09 (m, 5H) , 6.92 (d, J=3.3Hz, IH) , 

30 2.42 (s, 3H). 13c NMR (DMSO-de) 168.24,141.60, 
141.30, 136.84, 131.08, 130.86, 128.46, 127.86, 
125.51, 125.28, 14.52. Mass spectrum: M+H=277. 
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Step 2: Preparation of 2- (4-met:hvlhhiophenvH -1- (2> 
tihienyl ) ethanone ; 

A solution of the propenoic acid intermediate 
from Step 1 (8.13 g, 29.4 mmol) and triethylamine 
5 {3.33 32.9 mmol) dissolved in 40 mL of anhydrous 
toluene, was cooled to 0**C and treated with 
diphenylphosphoryl azide (8.15 g, 29.6 mmol). The 
solution was maintained at 0*C for twenty minutes and 
warmed to room temperature for 4 hours. The reaction 

10 was poured into water, extracted with ether, dried 
over magnesium sulfate, and concentrated in vacuo to 
remove the ether. The remaining toluene solution was 
heated to 110**C for 1.5 hours. tert-Butyl alcohol 
(8.5 mL, 85.6 mmol) was added to the reaction mixture. 

15 After an additional twenty minutes, concentrated 

hydrochloric acid (5 mL) was cautiously added and the 
reaction maintained at 90**C overnight (16 hours). 
After cooling with cin ice bath, a solid separated and 
was isolated by filtration. The filtrate was 

20 concentrated in vacuo and the residue taken up in 

dichlorome thane washed with water, sat. aq. NaHCOa and 
brine, dried over anhydrous MgS04, filtered and 
concentrated in vacuo to give a brown solid. The two 
batches of solid were combined and recrystallized from 

25 a mixture of dichloromethane and isooctane to give the 
ketone as a light brown solid (3.02 g, 41 %): mp 100- 
101**C. IH NMR (CDCI3) 300 MHz 7.76 (dd, J= 3.8H2, 
I.IH2, IH) , 7,63 (dd, J=4.9H2, l.lHz, IH) , 7.22 (s, 
4H), 7.12 (dd, J=:4,9Hz, 3.8Hz, IH) , 4.15 (s, 2H) , 2.46 

30 (s, 3H) . 13c NMR (CDCI3) 300 MHz 190.28, 143.80, 
137.22, 134.05, 132.61, 131.18, 129.89, 128.19, 
127.08, 45.85, 15.99, Mass spectrum: Mst.H=249. 



Step 3: Preparation of 2-bromQ-2- U^ me^.hvl^hjophenvl) - 
35 1- ( 2 -thi Pnvl ) ethannnp , 

A solution of the ketone from Step 2 (3.02 g, 12 
mmol) in acetic acid (70 mL) and 33% HBr in acetic 
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acid (4 mL) was treated with a 0.99 M solution of 
bromine in acetic acid (13 mL, 12.8 mmol) and stirred 
at room temperature for 2 hours. The solution was 
concentrated in vacuo and the residue taken up in 
5 dichloromethane, washed with IN NaHSOa, and 10% 
Na2C03, dried over anhydrous MgS04, filtered and 
concentrated in vacuo to give the bromoketone as a 
brown solid (2.95 g, 74%): mp 60-64. 5**C. iH NMR 
{CDCI3) 300 B4H2 7.75 (d, J= 4.OH2, IH) , 7.66 (d, 
10 J=:4.8H2, IH), 7.45 (d, J=8.3Hz, 2H) , 7.22 (d, J=8.3Hz, 
2H), 7.10 (m, IH), 6.19 (s, IH) , 2.46 (s, 3H) ; 13c 
NMR (CDCI3) 300 MHz 184.08, 140.67, 140.62, 135.39, 
133,53, 132.26, 129.52, 128.53, 126.50, 51.30, 15.42. 
Mass spectrum: M+H=:328. 



SLgB_A: Preparation of 2- ( 2-chlorophenvl) -5- U- 
mfi^;hV■lthiQPhenvl ) -4- ( 2-thienvl ) t hiazole : 

A solution of the bromoketone from Step 3 (340 
mg, 1.0 mmol) and 4-chlorothiobenzamide (180 mg, 1.0 

20 mmol) in 3 mL of acetonitrile was heated to reflux for 
5 hours. The solution was cooled to room ten^erature, 
poured into 30 mL of methanol and chilled with an ice 
bath whereupon crystals of pure thiazole formed which 
were isolated by filtration and air dried to afford 

25 the desired thiazole (180 mg, 42%) which was used 
directly in the next step. iH NMR (CDCI3) 300 MHz 
8.39 (d, J=6.2Hz, IH) , 7.22-7.51 (m, 8H) , 7,14 (d, 
J=3.4Hz, IH), 6.94 (m, IH) , 2.54 (s, 3H) . 

30 S£fiEL-&: £Xfin^xa^J^ Of 2- (2-chlQrophenvl) -5- (4- 
mathvlsul f onvlphenvl 1 - 4 - ( 2 - thi^i;^v; Ujbdazole : 

A solution of the thiazole from Step 4 (140 mg, 
0.35 mmol) in 3 mL of dichlorome thane was treated with 
MCPBA (250 mg, 0.72 mmol) at room temperature for 2 

35 hours. The solution was diluted with additional 

dichloromethane, washed with 10% aq. NaHSOs, and 10% 
Na2C03, dried over anhydrous MgS04, filtered and 
concentrated in vacuo to give a green solid that was 



15 
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purifi d hy flash chromatography on silica gel eluting 
with hexane ethyl acetate to give white solid (100 mg, 
67%): mp 171-174'*C. iH NMR (CDCI3) 300 MHz 8.41 (dd, 
J=:7.3H2 1-8HZ, IH), 7.99 (d, J=8.3Hz, 2H) , 7.77 (d, 
J=8.5H2, 2H), 7.50 (d, J=7.7H2, IH) , 7.40 (m, 2H) , 
7.30 (d, J=4.0Hz, IH), 7.09 (d, J=3.6Hz, IH) , 6.95 (m, 
IH) , 3.12 (s, 3H) , High resolution mass spectrum 
Calc'd. for C20H15CINO2S3 (M+H) : 431.9953. Found: 
431.9954. 

Example 7 



15 2- (2-Chlorophenyl) -5- (4-methyl8ul£onylphenyl) - 

4- O-thienyDthiazole 

StgP 1: Prenaration of 3- f 4-methvli^hiQDhenvl) -2- C^- 
thienyPpropenoig acid: 

20 A mixture of acetic anhydride (100 mL) , 4- 

(methylthio)benzaldehyde (11.06 g, 72.7 mmol) , 3- 
thiopheneacetic acid (10.33 g, 72.7 mmol), and 
triethylamine (7.68 g, 75.9 mmol) was heated to reflux 
for 3 hours. The reaction was cooled to 90*^0, and 

25 water (100 mL) was added. A white solid separated 
from the solution was isolated by filtration and air 
dried to afford the acid (11.0 g, 55%): mp 184-189**C. 
IH NMR (DMSO-de) 8 300 MHz 12.61 (br s, IH) , 7.69 (s, 
IH), 7.54 (d, J=4.7Hz, IH) , 7.31 (s, IH) , 7.08 (d, 

30 J=8.7Hz, 2H), 7.02 (d, J=8.7Hz, 2H) , 6.89 (d, J=5.1Hz, 
IH), 2.41 (s, 3H); 13c NMR (DMSO-dg) 168.63,140.70, 
139.70, 136.22, 131.29, 130.89, 129.35, 127.74, 



5 



10 
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126.57, 125.53, 125.06, 14.57. Mass spectnim: M+H = 
277. 



Step 2: Preparation q£ 2'(4-methYlthi.QPhenYl) -l- (3- 

A solution of the acid from Step 1 (7.20 g, 26.1 
mmol) and triethylamine (2.83 g, 28 mmol) dissolved in 
30 mL of anhydrous toluene, was cooled to 0**C and 
treated with diphenylphosphoryl azide (7.72 g, 28.1 

10 imnol) . The solution was maintained at 0**C for thirty 
minutes and warmed to room teir^erature for 3 hours. 
The reaction was poured into water, extracted with 
ether, dried over magnesium sulfate, and concentrated 
in vacuo to remove the ether. The remaining toluene 

15 solution was heated to 100®C for 1.5 hours, tert- 
Butyl alcohol (3 mL, 31*8 mmol) was added to the 
reaction mixture. After an additional fifteen minutes, 
concentrated hydrochloric acid (2 mL) was cautiously 
added and the reaction maintained at 80**C for 72 

20 hours. After cooling with an ice bath, a solid 
separated and was isolated by filtration. The 
filtrate was concentrated in vacuo and the residue 
taken up in dichlorome thane, washed with water, sat. 
aq. NaHCOa, and brine, dried over anhydrous MgS04, 

25 filtered and concentrated in vacuo to give a brown 
solid. The two batches of solid were combined and 
recrystallized from a mixture of ethyl acetate and 
hexane to give a light brown solid. Washing the solid 
with ether afforded pure white ketone (5.0 g, 77%): mp 

30 119-122**C. IH NMR {CDCI3) 300 MHz 8.08 (m, IH) , 7.55 
(d, J=5.2H2, IH) , 7.30 (m, IH) , 7.21 (m, 4H) , 4.13 (s, 
2H) , 2.46 (s, 3H) . Mass spectrum: M+H = 249. 



Step 3: Prenaration of 2-bromo-2- (4-methvlt:hiophenvl W 

35 1- (3 -thienvl ) ethanone ; 

A solution of the ketone from step 2 (4.0 g, 16.1 
mmol) in acetic acid (100 mL) and 33% HBr in acetic 
acid (5 mL) was treated with a 0.99 M solution of 
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bromine in acetic acid (16.5 mL, 16.3 mmol) and 
stirred at room temperature for 1 hour. The solution 
was concentrated in vacuo and the residue taken up in 
dichlorome thane, washed with IN NaHSOs, and 10% 
5 Na2C03, dried over anhydrous MgS04, filtered and 

concentrated in vacuo to give a gray solid which was 
recrystallized from a mixture of ethyl acetate and 
isooctane to provide the bromoketone intermediate 
(4.22 g, 80%): mp 74-76. 5**C. Mass spectrum: M+H = 
10 328. 



S£eB_4: grep^ration of 2- (2_-chlQrophenvl) -5- (4^ 
mft^ hvJ,t;hiPPhe^vl) -4- f 3-thienvl) thiazoie- 

A solution of the bromoketone from Step 3 (330 

15 mg, 1.0 mmol) and 4-chlorothiobenzamide (180 mg, 1.0 
mmol) in 10 mL of acetonitrile was heated to reflux 
for 15 hours. The solution was cooled to room 
temperature and poured into 30 mL of methanol, chilled 
with an ice bath, whereupon crystals of pure thiazole 

20 formed which were isolated by filtration and air dried 
to afford the thiazole which was used directly in the 
next step (230 mg, 58%): mp 102-103 . S'^C, iH NMR 
(CDCI3) 300 Bfflz 8.39 (d, IH), 7.57 (m, IH), 7.49 (d, 
IH), 7.39 (m, 4H), 7.26 (m, 4H) , 2.53 (s, 3H) . Mass 

25 spectrum: M+H=401. 

SEsa-S: :gXfinarajujm^joJE_ Z-A 2 -chlorophenvl ) -5 - ( 4 - 
mft, t;hvlSul£Qnvlphenvl) -4- (l-thiemajjjhiazole: 

A solution of the thiazole from step 4 (180 mg, 

30 0.45 mmol) in 2 mL of dichloromethane was treated with 
MCPBA (330 mg, 0.95 mmol) at room teirperature for 4 
hours. The solution was diluted with additional 
dichloromethane, washed with 10% aq. NaHSOa, and 10% 
Na2C03/ dried over anhydrous MgS04, filtered and 

35 concentrated in vacuo to give a yellow solid that was 
purified by flash chromatography on silica gel, 
eluting with hexane and ethyl acetate to give a white 
solid (60 mg, 32%) iH NMR {CDCI3) 300 MHz 8.39 (m. 
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IH), 7.94 (d, J=8.5Hz, 2H), (d, J=8.5H2, 2H) , 

7,56 (m, 2H). 7.39 (m, 2H) , 7.28 {m, IH) , 7.17 (d, 
J=5.0Hz, IH) , 3.11 (s, 3H) . Mass spectrum: M+H = 432. 

5 Example 8 




4- (4-Pluorophenyl) -5- (4-methylsulfonylphenyl) - 
10 2- (4-pyridyl)thiazole 

Step 1 : Preparation of 4- U-f lunrnnh^n vl ) -S, r 

methvlthi onhPnvi ) M-pvrif^i \t\^\^'Tr^^^. 

A solution of the intermediate from Example 1, 
15 step 3, 1- (4-fluorophenyl)-2-(4-methylthiophenyl)-2" 
bromoethanone, (1.58 g, 4.66 mmol) and 
thioisonicotinamide (670 mg, 4.84 mmol) in 25 mL of 
acetonitrile was heated to reflux for 23 hours. The 
solution was filtered, concentrated in vacuo and the 
20 residue taken up in dichloromethane. The * 

dichloromethane solution was washed with sat. aq. 
NaHC03, and brine, dried over anhydrous MgS04, 
filtered and concentrated in vacuo to give a brown oil 
that was purified by flash chromatography on silica 
25 gel eluting with 20% ethyl acetate in hexane to 

provide the desired thiazole as an oil that solidified 
upon standing (640 mg, 36%): mp 107-109*C. iH NMR 
(CDCI3) 300 MHz 8.75 (br s, 2H) , 7.85 fd, J=5.9 Hz, 
2H), 7.56 (m, 2H), 7.26 (d, J=8.5 Hz, 2H) , 7.22 (d, 
30 J=8.5 Hz, 2H), 7.01 (t, J=8.5 Hz, 2H) , 2,50 (s, 3H) ; 
19f NMR (CDCI3) -113.23 (m). High resolution mass 
spectrum Calc'd. for C21H15FN2S2: 379.0661. Found: 
379.0691. 
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Si^ep 2 : Prgnaratiion of 4- {4-f luorophenvl ) -5- (4- 
U^^r hY^ ^" ^ f onvlnhenvl ) - 2 - < 4 -pvridvl ) thiazole ! 

A solution of the thiazole from Step 1 (450 mg, 
5 1.19 mmol) in 10 mL of dichloromethane was treated 

with MCPBA (850 mg, 2.46 mmol) at room temperature for 
2.5 hours. The solution was diluted with additional 
dichloromethane, washed with 10% aq. NaHS03, and 10% 
Na2C03, dried over cuihydrous MgS04, filtered and 

10 concentrated in vacuo to give a yellow solid that was 
purified by recrystallization from a mixture of 
dichloromethane, ethanol and isooctane to provide the 
pure product (310 mg, 63%): mp 171-176**C. iH NMR 
{CDCI3) 300 MHz 8.25 <d, J=7.2Hz, 2H) , 7.90 {m, 4H) , 

15 7.56 (d, J=8.7 Hz, 2H) , 7.50 (m, 2H) , 7.04 (t, J=8.7 
Hz, 2H), 3-09 (s, 3H), 19 p NMR (CDCI3) -111.83 (m) . 
High resolution mass spectrum Calc'd, for 
C21H15FN2O2S2: 410.0559. Found: 410.0576. 

20 Example 9 




2- (2-Chlorophenyl) -4- (2-chlorophenyl) -5- (4- 
25 methylBixIf onylphenyl ) thiazole 

Sten 1: PT-^naraMon of 2- (2-chloroPhenvl) -3 - ( 4- 
melihvltihiophenvl^nrQPenQic acid: 

A mixture of acetic anhydride (170 mL) , 4- 
30 (methylthio)benzaldehyde (20.93 g, 137 mmol), 2- 
chlorophenylacetic acid (23.43 g, 137 mmol), and 
triethylamine (14.97 g, 147 'mmol) was heated to reflux 
for 2 hours. The reaction was cooled to 90°C, and 
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water {180 mL) was added. A yellow solid that 
separated from the solution was isolated by filtration 
and air dried to afford the desired acid. The acid 
was recrystallized from a mixture of ethyl acetate and 
5 isooctane to afford 24.62 g (59%): mp 159-164°C. iH 
NMR (CDCI3) 300 MHz 7.97 (s, IH) , 7.48 (d, J=7.9Hz, 
IH), 7.17-7.35 (m, 3H) , 7.02 (d, J=8.7Hz 2H) . 6.97 (d, 
J=8.7H2, 2H), 2.43 (s, 3H) . High resolution mass 
spectrum Calc'd. for C16H13CIO2S: 304.0325. Found: 
10 304.0334. 



20 



Prenarfltinn of 1-f:>-rh1or»nh^nYi i^-f^i- 
methvlthionhpnvl >t.^hanr^nf.. 

A solution of the acid from Step 1 (17.88 g, 58.7 
15 mmol) and triethylamine (9.53 g, 94.2 mmol) was 

dissolved in 50 mL of anhydrous toluene, cooled to O'c 
and treated with diphenylphosphoryl azide (16.46 g, 
59.8 mmol) . The solution was maintained at o'c for 36 
minutes and warmed to room tenqperature for 4 hours. 
The reaction was poured into water, extracted with 
ether, dried over magnesium sulfate, and concentrated 
in vacuo. The remaining toluene solution was heated 
to llO'C for 1 hour. tert-Butyl alcohol (7 mL, 74 
mmol) was added to the reaction mixture. After an 
25 additional twenty minutes, concentrated hydrochloric 
acid (5 mL) was cautiously added and the reaction 
maintained at SO'c for 16 hours. The solution was 
concentrated in vacuo and the residue taken up in 
ethyl acetate, washed with water, sat. aq. NaHCOa, and 
30 brine, dried over anhydrous MgS04, filtered and 
concentrated in vacuo to provide the ketone as an 
orange oil (14.62 g, 90%) that was used in the next 
step without further purification: ^H NMR (CDCI3) 300 
MHz 7.40-7.10 (m, 8H) , 4.20 (s, 2H) , 2.46 (s, 3H) . 



35 



Step 1 : Preparar.inn of 2-hrnmn-1-f2-r>h1»y .nnhPT.^,1^-7- 
( 4-methv1 thionhpnvl \ P^>^an^»o . 



wo 96/03392 



PCTAJS95/a9444 



96 

A solution of the ketone from Step 2 (13.82 g, 
49,9 miaol) in acetic acid (80 mL) and 33% HBr in 
acetic acid (4 mL) was treated with a 1.1 M solution 
of bromine in acetic acid (46.8 mL, 51.3 mmol) and 
5 stirred at room temperature for 1.5 hours. The 
solution was concentrated in yaciiQ and the residue 
taken up in dichlorome thane, washed with IN NaHSOa, 
and 10% Na2C03, dried over anhydrous MgS04, filtered 
and concentrated in vacuo to give the bromoketone as 

10 an orange solid (6.07 g, 34%) of sufficient purity to 
be used directly in the next step without further 
purification: mp 93-99**C. iH NMR (CDCI3) 300 MHz 
7.37-7.43 (m, 5H) , 7,41 (m, IH) , 7.22 (d, J=8.5H2, 
2H) , 6.21 (s, IH) , 2.47 (s, 3H) . Mass spectrum: M+H = 

15 357. 

step 4: Preparation of 2- (2-chlorQPhenvl) -4- (2- 
rhlorQPhenvl) -5- (4-methvlthiophenvl ) thiazole; 

A solution of the bromoketone from Step 3, (1.14 

20 g, 3.2 mmol) and 2-chlorothioben2amide (550 mg, 3.2 
mmol) in 10 mL of acetonitrile was heated to reflxix 
for 16 hours. The solution was cooled to room 
temperature and poured into methanol. This solution 
was chilled whereupon a yellow solid separated that 

25 was isolated by filtration. The solid was air dried 
to provide pure thiazole (440 mg, 32%): it^ 116-120**C. 
IH NMR (CDCI3) 300 MHz 8.33 (m, IH) , 7.29-7.52 (m, 
7H), 7.19(d, J=8.3H2, 2H), 7.14 (d, J=8.5Hz, 2H) , 2.46 
(s, 3H) . Mass spectrum: M+=427. 

30 

Step 5: Preparation ot 2-(2"ChlQrQPhenYl)-4"(2- 

rhlorophenvl) -5- (4-methvlsulf onvlphenvl) thiazole : 

A solution of the thiazole from Step 4 (440 mg, 
1.02 mmol) in 5 mL of dichloromethane was treated with 
35 MCPBA (720 mg, 2.08 mmol) at room temperature for 0.9 
hour. The solution was diluted with additional 
dichloromethane, washed with 10% aq. NaHSOs, and 10% 
Na2C03r dried over anhydrous MgS04, filtered and 



wo 96/03392 



PCT/US95/09444 



97 

concentrated in vacuo to give a yellow solid. The 
solid was recrystallized from a mixture of 
dichloromethane and isooctane to provide pure product 
(270 mg, 57%): mp 143-147''c. iH NMR (CDCI3) 300 MHz 
5 8.36 (m, IH), 7.82 {d, J=8.3H2, 2H) , 7.52 (m, IH) , 
7.45 (m, 4H), 7.38 (m, 4H) , 3.05 {s, 3H) . High 
resolution mass spectrum Calc'd, for C22H15CI2NO2S2: 
458.9921. Found: 458.9903. 

10 Example 10 




2- (2-Chlorophenyl) -4- (4-chlorophenyl) -5- (4- 
15 methylsulf onylphenyl ) thiazole 

Step 1: Prf^narat-ion of 2- (d-chloronhenvl) f 4- 

methYlthiQphenYllprQpengic acid; 

A mixture of acetic anhydride (80 mL) , 4- 
20 (methylthio)benzaldehyde (9.81 g, 61.2 ramol), 4- 
chlorophenylacetic acid (12.03 g, 70.5 mmol) , and 
triethylamine (7.49 g, 7.42 mmol) was heated to reflux 
for 7 hours. The reaction was cooled to 90*C, and 
water (100 mL) was added. A yellow solid separated 
25 from the solution which was isolated by, filtration and 
air dried to afford the desired acid. The acid was 
recrystallized from toluene (9.59 g, 51%): mp 185- 
187*'C. IH NMR (CDCI3) 300 MHz 7.91 (s, IH) , 7.35 (d, 
J=8.3Hz, IH), 7.17-7.35 (ra, 3H) , 7,03 (d, 2H) , 7.00 
30 (d, J=:8.7Hz, 2H) , 2.4'4 and 2.36 (s, 3H) . Mass 
spectrum: M+H=305. 
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Step 2: Preparation of 1- (4-chlQronh^nvn -:>^ 
metihvl thiophenvl ) ethanone ; 

The acid from Step 1 (9.01 g, 29.6 mmol) and 
triethylamine (3.03 g, 29.9 mmol) were dissolved in 45 
5 mL of anhydrous toluene, cooled to 0°C and treated 
with diphenylphosphoryl azide (8.22 g, 29,9 mmol). 
The solution was maintained at 0°C for 10 minutes and 
warmed to room temperature for 2 hours. The reaction 
was poured into water, extracted with ether, dried 

10 over anhydrous MgSO^, and concentrated in vacuo to 

remove the ether. The remaining toluene solution was 
heated to 90**C for 15 minutes. tert-Butyl alcohol (10 
mL) was added to the reaction mixture. After an 
additional twenty minutes, concentrated hydrochloric 

15 acid (8 mL) was cautiously added and the reaction 

maintained at 90**C for 15 minutes. The solution was 
cooled to room temperature and a precipitate formed 
that was isolated by filtration, washed with ether and 
air dried to provide the desired ketone as a white 

20 solid (2.43 g, 30%): mp 143-147. 5**C. iH NMR (CDCI3) 
300 MHz 8.08 (d, -J=8.8Hz, 2H) , 7.55 (d, J=8.5Hz, 2H) , 
7.24 (m, 4H), 4.35 (s, 2H) , 2.05 (s, 3H) . Mass 
spectnun: M+H=277. 

25 Step 3: Preparation of 2-hromQ-l- f ^- chloronh^nvn 

( 4 -methyl thiophenvl ) ethanone; 

A solution of the ketone from Step 2 (2.04 g, 
7.37 mmol) in acetic acid (15 mL) and 48% HBr in 
acetic acid (2 mL) was treated with a 0.99 M solution 

30 of bromine in acetic acid (7.6 mL, 7.5 mmol) and 
stirred at room temperatxxre for 2.25 hours. The 
desired product precipitated from the solution, was 
isolated by filtration and air dried to provide the 
bromoketone intermediate for use in the next step 

35 (0.91 g, 35%): rap 114-115'*C. iR NMR (CDCI3) 300 MHz 

7.90 (d, J=8.8Hz, 2H) , 7.40 (d, J=8.5Hz, 4H) , 7.23 (d, 
J=8.5Hz, 2H), 6.28 (s, IH) , 2.47 (s., 3H) ; 13C NMR 
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(CDCI3) 400 MHz 189.76, 140.68, 140.30, 132.44, 
131.88, 130.54, 129.51, 129.19, 126.51, 50.57, 15.33. 
High resolution mass spectriun Calc'd. for 
Ci5Hi2BrClOS: 353.9481. Found: 353.9516. 

5 

SteS^: ^X^J^^W^ tXQXX Ot 2-(2-chlorophenvl)-4^( A.. 
^QXQPh^mX) f4-m ftr,l^v . X^Jbtiophenv JJ thiazQle: 

A solution of the broraoketone intermediate from 
Step 3, (890 mg, 2.5 mmol) and 2-chlorothioben2amide 

10 (430 mg, 2.5 mmol) in 15 mL of acetonitrile was heated 
to reflux for 16 hours. The solution was diluted with 
ethyl acetate washed with sat. aq. NaHCOa, dried over 
anhydrous MgS04, filtered and concentrated in vacuo to 
afford a white solid. The crude material was purified 

15 by flash chromatography on silica gel eluting with 8% 
ethyl acetate in hexane to give the desired thiazole 
as a white solid (370 mg, 34%): mp 122-124**C. iH NMR 
(CDCI3) 300 MHz 8.37 (m, IH) , 7.56 (d, J=8.5Hz, 2H) , 
7.50 (m, IH), 7.20-7.39 (m, 8H) , 2.51 (s, 3H) . Mass 

20 spectrum: M+H = 429. 

StSB-l: EXfiParation^of 2- (2 -chlorQnhenvl) -4- (4- 
, ^hXQ7:QT>l^myX) (4-menbv Isulfonvln henvl) thiazole; 

A solution of the thiazole from Step 4 (300 mg, 

25 0.7 mmol) in 10 mL of dichloromethane was treated with 
MCPBA (530 mg, 1.5 mmol) at room tenperature for 1 
hour. The solution was diluted with additional 
dichloromethane, washed successively with 10% aq. 
NaHSOa, and 10% WasCOa, dried over anhydrous MgS04, 

30 filtered and concentrated in vacuo to give a yellow 
solid. The solid was recrystallized from a mixture of 
dichloromethane and isooctane to provide pure product 
(180 mg, 56%): mp 177-179*'c. iH NMR (CDCI3) 300 MHz 
8.37 (m, IH), 7.91 (d, J=8.7Hz, 2H) , 7.62 (d, J:^8.5Hz, 

35 2H), 7.50 (d, 3H), 7.40 (m, 2H) , 7.34 (d, J=8.7Hz, 
2H) , 3.10 (s, 3H) . High resolution mass spectrum 
Calc'd. for C22H15CI2NO2S2: 458.9921. Found: 458.9922, 
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Example 11 




2- (2-Ctiloroph6Xiyl) -4- (4-methoxyphenyl) -5- (4- 
methylsulfonylpbenyl ) thiazole 

Step 1: Preparation of 2- f 4-metihQxvnhenvl) -3- (4- 
me tihv 1 tih i onhenv 1 ) or openo i r a r 1 d t 

Acetic anhydride (350 mL) , 4- 
(methylthio)benzaldehyde (61.6 g, 0.61 mol) , 4- 
methoxyphenylacetic acid (100,0 g, 0.60 mol) and 
triethylamine (68.1 g, 0,67 mol) were heated to reflux 
for 4 hours. The reaction was cooled to llO'^C, and 
water (350 mL) was added. This caused the solution to 
reflux vigorously and the temperature rose to 135*^0. 
A yellow precipitate formed and, after cooling to room 
temperature t was collected by filtration, washed with 
water and air dried. The product was crystallized 
from ethyl acetate/ethanol to give the desired acid as 
bright yellow needles (127.6 g, 71%): mp 174-177'*C. 
IH NMR (CDCI3) 300 MHz 8.89 (s, IH) , 7.16 (d, J=8.6Hz, 
2H), 7.02 (s, 4H), 6.92 (d, J=8.6Hz, 2H) , 3.84 (s, 
3H), 2.43 (s, 3H) . Mass spectrum: M+H = 300. 

SLSSL^: Preparation of 1- (4-methowphenvl) -2- (4- 

methyl thiophenvl ) ethangne ; 

The acid from Step 1 (23.0 g, 76.6 mmol) was 
added to anhydrous toluene (100 mL) and triethylamine 
(7.98 g, 79 mmol). After cooling to 0**C, 
diphenylphosphoryl azide (21.27 g, 79 mmol) was added, 
the solution was stirred at 0*^0 for twenty minutes at 
room temperature for 2.50 hours. The mixture was 
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poured into water, extracted with ether, dried ov r 
magnesium sulfate, and concentrated in vacuo. The 
remaining toluene solution was heated to 100®C 
whereupon a vigorous evolution of gas occurred. After 
5 1.25 hours, tert-butyl alcohol (8.2 mL) was added to 
the reaction, and after an additional twenty minutes, 
concentrated hydrochloric acid {7 mL) was added. The 
reaction was heated at 75®C overnight (14 hours) and 
after cooling a white precipitate formed. The 

10 precipitate was filtered, washed with cold ether, and 
air dried to yield the light yellow ketone (19.3 g, 
93%): mp 134 . 5-138*'C . iH NMR (CDCI3) 300 MHz 7.99 (d, 
J=8.9H2, 2H), 7.20 (m, 4H) , 6.93 (d, J=8,9H2, 2H) , 
4.18 (s, 2H), 3.84 (s, 3H) , 2.44 (s, 3H) ; 13C NMR 

15 (CDCI3) 300 MHz 196.18, 163.65, 136.87, 131.92, 

131.00, 129.97, 129.64, 127.15, 113.92, 55.58, 44,78, 
16.11. Mass spectrum: M+H = 273. 

Step 3 : Preparation of 2-hromQ-l- f 4>Tnpr■hov^mhPT1^/n -r^- 
20 f 4-methvlthionhenvl ) etihannnAt 

The ketone from Step 2 (19.3 g, 71 mmol) was 
dissolved in a mixtute of glacial acetic acid (125 mL) 
and 33% HBr in acetic acid (3.4 mL) and treated with a 
0.99 M solution of bromine in acetic acid (73 mL, 72 

25 mmol) at room temperature for 3 hours. The solution 
was diluted with dichloromethane, washed successively 
with water, and 10% aq. NaHSOs, dried over anhydrous 
MgS04, filtered and concentrated in vacuo to give the 
desired bromoketone intermediate which was 

30 crystallized from a mixture of dichloromethane and 
isooctane (14.3 g, 57%): mp 90-93*'c. iH NMR {CDCI3) 
300 MHz 7.95 (d, J=9.lHz, 2H) , 7.42 (d, J=8.5Hz, 2H) , 
7.22 (d, J=:8.5Hz, 2H), 6.92 (d, J=9.1Hz, 2H ), 6.33 
(s, IH) , 3.85 (s, 3H) , 2.46 (s, 3H) . Mass spectrum: 

35 M+H = 352. 

Step 4: Preparation of 2- f 2-ghlnrm^h^ nvl) -4- (4- 
methoxvphenvl ) -5- (4-methvlthinnhAn vl) t^hiazol^. 
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A mixture of the bromoketone intermediate from 
Step 3 (3.22 g, 9.17 mmol) and 2-chlorothiobenzamide 
(1.65 g, 9.62 mmol) in acetonitrile (40 mL) was 
stirred at room temperature for 24 hours. During this 
5 time a solid precipitated from solution which was 
isolated by filtration and air dried to give the 
desired thiazole (3.26 g, 84%): mp 159-161**C . iH NMR 
(CDCI3) 300 MHz 8.38 (m, IH) , 7.54 (d, J=8.9Hz, 2H) 
7.48 (d, IH), 7.33 (m, 4H) , 7.22 (d, J=:8.5Hz. 2H) , 
10 6.88 {d, J=8.9Hz, 2H) , 3.82 (s, 3H) , 2.51 (s, 3H) . 
Mass spectrum: M+H = 424. 

Sten 5! Prpnaratinn of 2- (2-chlorQPhenvl) -4- ( 4- 
methoxyphenvl ) -S- U-methvlsulf onvlphenvl) thiazole = 

15 A dichlorome thane (5 mL) solution of the thiazole 

from Step 4 (0.30 g, 0.7 mmol) was treated with MCPBA 
(0.53 g, 1.5 mmol) and stirred at room temperature for 
24 hours. The solution was successively washed with 
10% aq. NaHSOa, and 10% Na2C03, dried over anhydrous 

20 MgS04, filtered and concentrated in vacuo to give a 
yellow solid that was crystallized from a mixture of 
dichlorome thane and isooctane to afford pure product 
(190 mg, 59%): mg 171.5-173 .5*'c. iH NMR (CDCI3) 300 
MHz 8.39 (m, IH) , 7.88 (d. J=8.5Hz, 2H) 7.63 (d, 

25 J=8.3Hz, 2H), 7.49 (m, 3H) , 7.38 (m, 2H) , 6.90 (d, 

J38.9HZ, 2H), 3.83 (s, 3H) , 3.09 (s, 3H) , High 
resolution mass spectrum Calc'd for C23H^gClN03S2 : 

455.0417. Found: 455.0416. Mass spectrum: M+H = 
455.0461. 

30 



wo 96/03392 



PCT/US95/09444 



103 

Example 12 




5 2- (3-Cliloro-4-£luorophenyl) (4-£luoroplienyl ) - 
5- (4-methyl8ul£onylphenyl) thlazole 

Step 1: Preparation of 2- (3-ghloro-4-f luornnhf^nvn 
(4-f luorophftnvl) -5- U-met:hvlhhiQnhenvl) thiazolf^ ; 

10 A solution of the intermediate from Example 1 

Step 3/ 1- (4-fluorophenyl) -2" (4-methylthiophenyl) -2- 
bromoethanone, (1.96 g, 5.78 mmol) and 3-fluoro-4- 
chlorothiobenzamide (1.14 g, 6.01 mmol) in 15 mL of 
acetonitrile was heated to reflux for 16 hours. The 

15 solution was cooled to room temperature, poured into 
50 mL of methanol and chilled in an ice bathv4hereupon 
the desired product precipitated. The crude thiazole 
was recrystallized from methanol to provide the 
desired thiazole (1.44 g, 58%): mp 113-118'*C. NMR 

20 (CDCI3) 300 MHz 8.10 (dd, J=7.0Hz, 2.2Hz, 1H)\ 7.85 
(m, IH), 7.57 (m, 2H) , 7.26 (m, 5H) , 7.02 (t, J=8.5 
Hz, 2H), 2.51 (s, 3H) . 19F NMR (CDCI3) -112.92 (m) , 
-113.44 (m) . Mass spectrxim M+H = 429. 

25 Step 2: Preparation of 2- n-ghlnrn-4-f In nronh^nvl 

(4"f luorophenvl) -5- (4-methvlsulfonvlphenvll thiazQlP; 

A dichloromethane (20 mL) solution of the 
thiazole from Step 1 (910 mg, 2.12 mmol) was treated 
with MCPBA (1.48 g, 4.29 mmol) 'and stirred at room 
30 temperature for 30 minutes. The solution was 

successively washed with 10% aq. NaHS03, and 10% 
Na2C03, dried over anhydrous MgS04, filtered and 
concentrated xn vacuo to give a yellow solid that was 
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crystallized from a mixture of dichloromethane and 
isooctane to afford pure product (770 mg, 79%) : mp 
165-167*'c. IH NMR (CDCI3) 300 MHz 8.10 (d, IH) , 7.90 
(d, J=8.lHz, 2H), 7.85 (m, IH) , 7.54 (m, 4H) , 7.24 (t, 
5 IH), 7.05 (t, J=8.5 Hz, 2H) , 3.10 (s, 3H) ; 19? NMR 
(CDCI3) -112.06 (m) , -112.29 (m) . High resolution 
mass spectrum Calc'd. for C22H14CIF2NO2S2 : 462.0201. 
Found: 462.0138. 

10 Example 13 



0 



4-* (4-Fluorophenyl) -5- (4-methylBulf onylphenyl) - 
15 2 - ( 2-thienyl ) sulfonylmethyl ) thiazole 

Step 1; Preparatign of 4'(4'£luprQPhmYl)-5-(4- 
Tnfir,hYir,hiophenYl) -2- (2- 
thienvl ) suIfonvlmethYl ) thiazole s 

20 A solution of the intermediate from Exanqple 1 

Step 3, 1- (4-fluorophenyl) -2- (4-methylthiophenyl) -2- 
bromoethanone, (4.33 g, 12.76 mmol) and (2- 
thienyl) sulphonylthioacetamide (2.55 g, 11.5 mmol) in 
25 mL of acetonitrile was heated to reflux for 16 

25 hours. The solution was cooled in an ice bath and a 
precipitate formed that was removed by filtration. 
The filtrate was concentrated in vacuo and the residue 
was dissolved in ethyl acetate, washed successively 
with sat. aq. NaHC03, and brine, dried over anhydrous 

30 MgS04, filtered and concentrated in vacuo to provide a 
brown oil that was purified by flash chromatography on 
silica gel, eluting with 30% ethyl acetate in hexane. 
The appropriate fractions were combined and 
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concentrated and finally recrystallized from a mixture 
of dichloromethane and isooctane to provide 2.16 g 
(41%) of pure thiazole: mp 120-121**C. iH NMR {CDCI3) 
300 MHz 7.74 {d, J= 4.9Hz. IH) , 7.67 (m, IH) , 7.33 
5 {m, 2H), 7.21 (m, 5H) , 6.95 It, J=8.7Hz, 2H) , 4,87 (s, 
2H), 2.49 (s, 3H); 19? NMR (CDCI3) -113.33 (m) . High 
resolution mass spectr\im Calc'd. for C21H16FNO2S4 : 
461.0048. Found: 461.0090. 

10 Step 2: Preparation of 4- (4-f luorophgnvl) -5- (4- 

methvlsulfonvl Phenyl) -2- (2-thienvl) sulfonvlmethvl) - 
thiazole; 

A dichloromethane (15 mL) solution of the 
thiazole from Step 1 (1.74 g, 3.8 mmol) was treated 

15 with MCPBA (2.68 g, 7.8 mmol) and stirred at room 

temperature for 1 hour. The solution was successively 
washed with 10% aq. NaHS03, and 10% Na2C03, dried over 
anhydrous MgS04, filtered and concentrated in vacuo to 
give a yellow foam. The foam was crystallized from a 

20 mixture of dichloromethane and isooctane to afford 

1.55 g, (86%) of pure product as a white solid: mp 98- 
105*'C, IH NMR (CDCI3) 300 MHz 7.91 (d, J= 8.5Hz, 
2H), 7.77 (dd, J=4.8Hz 1.4Hz, IH) , 7.68 (dd, J=3.7Hz 
l.lHz, IH), 7.51 (d, J=8.1Hz, 2H) , 7.29 (m, 2H) , 7.17 

25 (t, J=4.8Hz, IH) , 6.98 (t, J=8.8Hz. 2H) , 4.89 (s, 2H) , 
3.09 (s, 3H); 19f NMR (CDCI3) -112.13 (m) . High 
resolution mass spectrum Calc'd. for C21H17FNO4S4 
{MH+): 494.0025. Found: 494.0005. 

30 Example 14 




« 
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4* (4*Fluorophenyl) -5- (4-methylsul£onylphenyl) - 
2- (2-thlenyl) Bulfionylbromomethyl ) -thiazole 



The product from Example 13 Step 2, [4-(4- 
5 f luorophenyl) -5- {4-methylsulfonylphenyl) -2- (2- 

thienyDsulfonylmethyD-thiazole] , (0.38 g, 0.76 romol) 
was dissolved in chloroform (20 mL) . The solution was 
treated with 0.80 mL of a solution of bromine in 
acetic acid { 0.99 M, 0.78 mmol) and stirred at room 

10 temperature for 0.58 hour and was treated with a 10% 
solution of NaHS03. The organic layer was collected, 
washed with saturated NaHC03, dried over magnesium 
sulfate and concentrated in vacuo to give a white foam 
(0.46 g) which was a mixture of the brominated 

15 compound and starting material. This mixture was 
purified by flash chromatography on silica gel, 
eluting with 30% ethyl acetate in hexane to give the 
product as a white foam (0.20 g, 45%): iR NMR (CDCI3) 
300 MHz 7.90 (d, J= 8.5Hz, 2H) , 7.86 (dd, J=:4.8Hz 

20 l.lHz, IHK 7.79 (dd, J=3.7Hz l.lHz, IH) , 7.55 (d, 
J=8.5Hz, 2H), 7.31 (m, 2H) , 7.21 (t, J=4.7Hz, IH) , 
6.98 (t, J=8.8Hz, 2H), 6.24 (s, 2H) , 3.09 (s, 3H) ; 
19f NMR (CDCI3) -111.85 (m) . Field desorption mass 
spectrum: M+Li . = 579 . 

25 

Exsuaple 15 




30 2- {2-Cblorophenyl) -5- (4-methyl8ulf oaylphenyl) - 

4 * ( 4 -methylphenyl ) thiazole 
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Step 1: Preparation of 3- (4-inethYlthiQPhenYl-2- (4- 

TnPhhvlphenvDprQpenQic acid. 

4-Methylthiobenzaldehyde {16,4 mL, 123.7 imnol) 
was added to 4-methylphenylacetic acid {26,0 g, 173.1 
5 nunol), triethylamine (17.2 mL, 123.7 nmiol) and 250 mL 
of acetic acid. The reaction was warmed to reflux and 
held at reflux for four hours. UJpon cooling to 
approximately llO^C, water (250 mL) was added over ten 
minutes, such that foaming was controlled and the 
10 reaction teitqperature remained ^ 90®C. This 

temperature was maintained for 16 hours, the thick 
suspension formed was cooled to room temperature and 
filtered. The solid was washed with water and dried to 
yield the acid intermediate as orange crystals (32.2 
15 g; 91%): mp 144-160**C. IH NMR (CDCI3) 300MHz 7.87(s, 
IH) , 7.41 - 7.02(m, 9H) , 2.43 (s, 3H) , 2.40 (s, 3H) . 

Step 2: Preparation of 2- ( 4-methvlthiophenvl Wl- (4- 
methvlphenvl ) ethanone ■ 

3 - ( 4 -Methylthiophenyl-2 - ( 4-methylphenyl ) propenoic 
acid from Step 1 (25 g, 87.91 mmol) was added to 
triethylamine (12.9 mL, 92.31 mmol) and toluene (200 
mL) and cooled to O^^C. Diphei^lphosphoryl azide (19 
mL, 87.91 mmol) dissolved in toluene (100 mL) , was 
added to the reaction over approximately ten minutes, 
keeping the reaction temperature 10*C. After holding 

the reaction temperature at C^C for 30 minutes, water 
(100 mL) was added, and the biphasic solution was 
extracted with toluene (2x200 mL) . The combined 
organic solution was dried over anhydrous MgS04 and 
filtered. Over approximately thirty minutes, the 
solution was carefully warmed to reflux and held for 
one hour. Upon re5ioving the heat source, tert-butanol 
(9 mL, 96.7 mmol) was added, and reflux was continued 
for an additional thirty minutes. Concentrated HCl (8 
mL, 96.8 mmol) was added with extreme caution, 
producing copious evolution of gas. After continuing 



20 



25 



30 



35 



« 
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reflux for a final twenty minutes, the r action was 
cooled to room tenperature, and held for 16 hours. The 
solvent volume was reduced in vacuo, \intil crystals 
appeared. Diethyl ether (300 mL) was added, and the 
5 suspension was cooled to 0**C, held for 30 minutes, 
filtered and washed with diethyl ether to provide, 
after air-drying, pure 2- (4-methylthiophenyl) -1- (4- 
methylphenyl) ethanone (11.3 g, 50%): mp 120-121°C. iH 
NMR (CDCI3) 300MH2 7.89 (d, J=8.26 Hz, 2H) , 7.23 - 
10 7.15(m, 6H), 4.21(s, 2H) , 2.45(s, 3H) , 2.40(s, 3H) . 

Step 3: Preparation of 2-brQmQ-2- U-methv lthionhenvl) - 

1-14 -methvlphenYi ) ethanone ; 

2- (4-Methylthiophenyl) -1- {4-methylphenyl) ethanone 

15 from Step 2 (10.0 g, 39.0 mmol) was added to 33% HBr 
in acetic acid (70 mL) cuid glacial acetic acid (100 
mL) . Over approximately 20 minutes, a solution of 
bromine in acetic acid (1 M, 39 mL) was added to the 
suspension, and the reaction was held at room 

20 temperature for one hour. Any undissolved solids were 
removed by filtration, and the reaction was 
concentrated in vacuo, to a residue. The residue was 
dissolved in methylene chloride (100 mL) , washed with 
5% Na2S205 (2x100 mL) , dried over MgS04, filtered, and 

25 concentrated in vacuo to a colorless oil. The oil was 
held under vacuum for 16 hours, yielding 2-bromo-2- (4- 
methy Ithiophenyl ) -1- ( 4 -methylphenyl ) ethanone (8.38 g , 
64%) as a dirty white solid: np 97-98**C. iH NMR 
(CDCI3) 300MHz 7.86 (d, J = 8.46 Hz, 2H) , 7.80(d, J = 

30 8.26 Hz, 2H), 7.33 - 7.16(m, 4H) , 5.88(s, IH) , 2.43(s, 
3H), 2.36(s, 3H), 

Step 4: Preparation of 2- (2-ghlnrophenvn -4- M- 
methvlphenvl ) -S- (4-methvlthiophCTvl ) t.hia^^nt^. 
35 2"Bromo-2- (4-methylthiophenyl) -1(4- 

methylphenyl ) ethanone from Step 3 (0.300 g, 0.895 
mmol) was added to acetonitrile (20 mL) . 2- 
Chlorothiobenzamide (0.154 g, 0.895 mmol) was added. 
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and the suspension was heated and held at reflux for 
three hours. The reaction was cooled to room 
temperature, diluted with ethyl acetate (50 mL) and 
poured into water (50 mL) . The layers were separated, 
5 and the aqueous layer was extracted with ethyl acetate 
(2x30 mL) . The combined organic solution was dried 
over MgS04, filtered and evaporated in vacuo. The 
residue was purified via flash chromatography (silica 
gel; 5% ethyl acetate in hexane) to yield 2-{2- 
10 chlorophenyl) -4- { 4 -methy Iphenyl ) -5- (4- 
methylthiophenyl ) thiazole (0.284 g, 78%) as a white 
solid: mp 125"126**C, iR NMR (CDCI3) 300MHz 8.40 (m, 
IH), 7.62 - 7.11{m, IIH), 2.50 (s, 3H) , 3.36(s, 3H) • 
Mass spectrum: MH+ =407. 

15 

Step__5j^JgrepaxatJx«x_a£ 2- (Z-chloropheny l) -5~ (4- 
methvJUsulfonvilphenvl ) - 4 - ( 4 -methvlphenvl ) tJbJLaz^ol&j: 
2- (2-Chlorophenyl) -4- (4-methylphenyl) -5- (4- 
methylthiophenyl) thiazole from Step 4 (0.243 g, 0.596 

20 mmol) was added to aqueous ethanol (25 mL) . Oxone® 

(1.10 g, 1.787 mmol) was added, and the suspension was 
stirred at room temperature for 16 hours. Water (25 
mL) was added, and the product precipitated. The 
suspension was cooled to 0**C and held for one hour. 

25 The product was filtered, washed with water (25 mL) , 
and dried to yield 2- (2-chlorophenyl) -5- (4- 
methylsulf oiylphenyl) -4- (4-methylphenyl) thiazole 
(0.236 g, 90%) as a white solid: mp 185-187 **C. iH NMR 
(CDCI3) 300MHz 8,40(m, IH) , 7.89(d, J = 8.26 Hz, 2H) , 

30 7.61(d, J = 8.46 Hz, 2H) , 7.54 - 7.37(m, 5H) , 7.16(d, 
J = 7.85 Hz, 2H) , 3.09(s, 3H) , 2.38(s, 3H) . Mass 
spectrxim: MH+ = 439. 
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Example 16 




F 



10 



15 



20 



25 



2- (2-Clilorophenyl} - 4- ( 4-f luorophenyl ) - 5- (4- 
methylsulfonylphenyl ) thlazole 

Step 1: Preparation of 2- f 2-ghlr>rnph Qnvl) -4- 
f luorophenvl) -5- f 4-methvlthiQphf^nv1 ) t hiazole. 

To a solution of 2-bromo-l- (4-f luorophenyl) -2- { 4- 
methylthiophenyDethanone {2.03 g, 5.98 mmol) (Example 
1, Step 3) in acetonitrile (60 mL) in a 125 mL round 
bottom flask was added 2-chlorothioben2amide (1.08 g, 
6.28 mmol) and the suspension was heated to 80**C for 4 
hours. The reaction was cooled to room temperature 
and the suspension was filtered. The solid was 
recrystallized from hot acetonitrile (50 mL) and 
methanol (150 mL) yielding 2- (2-chlorophenyl) -4- (4- 

fluorophenyl)-5-(4-raethylthiophenyl)thiazole as a tan 
solid (1.23 g, 50 %) : mp 133-134**C. iH NMR (CDCI3) 
300 mHz 5 8.37 (d, J = 6.17 Hz, IH) , 7.60 (dd, J = 

8.68, 5.28, 2H) 7.51 (d, J = 9.44 Hz, IH) , 7.32-7.42 
(m, 2H) , 7.32 (d, J = 8.68 Hz, 2H) , 7.21 ( d, J = 8.68 

Hz, 2H), 7.02 (t, J = 8.68, 2H) , 2.51 (s, 3H) . MS 
(EI) : m/2 412 (MH+) . 

Step 2: Preparation of 2- f 2-ghloron henvl > -4- M- 
f luorophenvl ) -5- ( 4-methvlfin1 fonvlphpn vl ) thia^nl p » 

To a solution of 2- (2-chlorophenyl) -4- (4- 
fluorophenyl) -5- (4-metl:^lthiophenyl) thiazole from Step 
1 (1.30 g, 3.16 mmol) in methylene chloride (30 mL) at 
room temperature was added MCPBA (2.03 g, 67% peroxide 
content, 7.89 mmol) in two portions (T = 0 hour and 1 



wo 96/03392 



PCT/US93/09444 



111 

hour) . After stirring for 6 hours, the hazy reaction 
mixture was diluted with methylene chloride (50 ml*) 
and the resulting clear yellow solution was washed 
successively with WaHSOs solution (0.1 M, 3 X 20 mL) , 
5 NaHC03 saturated solution (3 X 50 mL) , and brine, 

dried over Na2S04, filtered and concentrated in vacuo 
yielding 2- (2-chlorophenyl) -4- (4-f luorophenyl) -5- (4- 
methylsulf onylphenyl) thiazole (1.2 g, 86 %) as a 
yellow solid: mp 133-134°C. iH NMR (CDCI3) 400 raHz 5 

10 8.42-8.38 (m, IH) , 7.92 (d, J = 8.40 Hz, 2H) , 7.61 (d, 
J = 8.40 Hz, 2H), 7.56-7.45 (m, 3H) , 7.38 (m, 2H) , 
7.05 (t, J = 8.69 Hz, 2H) , 3.10 (s, 3H) . MS (EI- 
therraospray) : m/z 443 (M+H) . HRMS A = -2.5 mmu. 




20 siet£iyl@ulf os&ylph@s&yl) -2-tSiiasolyl] cs^lbossylat® 

J51:eQ_JL^ JSvnthejsd^^ f 4- r4 ^fluorophenvl) -5- (4- 

methvlthiophenvl ) -2-t hia;sQlvJ1j::arbQxvlate ; 

To a solution of 2-bromo-l- {4-f luorophenyl) -2- (4- 

25 methyl thiophenyl) ethanone (1.014 g, 2.99 mmol) 

(Example 1, Step 3) in ethanol (30 mL) was added ethyl 
thiooxamate (0.428 g, 3.21 mmol) and the suspension 
was heated to reflux for 12 hours. The reaction was 
cooled to room temperature and let stand for 2 days. 

30 The crude reaction mixture was concentrated in vacuo, 
diluted with methylen chloride, washed with 
saturated NaHC03 solution, dried ov r Na2S04, filtered 
and concentrated in vacuo. The residue was purified 
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by flash chromatography (9:1 hexane: ethyl acetate) and 
recrystallized from methylene chloride and isooctane 
yielding the ethyl [4- (4-f luorophenyl) -5- (4- 
methylthiophenyl)-2-thiazolyl]carboxylate as a pale 
5 yellow solid (0.352 g, 32 %) : mp 115-116**C. IH NMR 
(CDCI3) 400 mHz 5 7.54-7.48 (m, 2H) , 7.25-7.20 (m, 
4H), 7.00 (t, J = 8.56 Hz, 2H) , 4.50 (q, J= 7.00 Hz, 
2H), 2.50 (s, 3H). 1.46 (t, J = 7.09 Hz, 3H) . MS 
(EI): m/z 373 (M+) . HRMS A = 0.000 mmu. 

10 

Step 2; Prenaration of pr.hvl f 4- M- f luoronhenvl) -5- f4- 
methvlsulf onv1 nhenvl ) -2-f.hia2Qlvi ^ r^ ^rboxvlate 1 

To a solution of ethyl [4- {4-f luorophenyl ) -5- (4- 
methylsulf onylphenyl) -2-thiazolyl] carboxylate from 

15 Step 1 (0.203 g, 0.544 mmol) in methylene chloride (10 
*mL) was added at 0**C MCPBA (0.294 g of 67 % peroxide 
content MCPBA, 1.14 mmol). The reaction was warmed to 
room temperature and let stand for 3 days. The crude 
reaction mixture was diluted with methylene chloride 

20 (50 mL) and the resulting solution was washed 

successively with NaHS03 solution (0.1 M) , NaHC03 
saturated solution and brine. The solution was dried 
over Na2S04/ filtered and concentrated in vacuo 
yielding a white foam. This foam was crystallized 

25 from methylene chloride and isooctane to yield ethyl 
[4- (4-f luorophenyl) -5- (4-methylsulfonylphenyl) -2- 
thiazolyllcarboxylate as pale yellow small needles 
(0.150 g, 69 %): mp 173-174**C. iH NMR (CDCI3) 400 
mHz 8 7.93 (d, J = 8.30 Hz, 2 H) , 7.55 (d, J = 8.30 

30 Hz, 2H), 7.48 (t, J = 8.79 Hz,-2H), 7.03 ( t, J = 8.79 
Hz, 2H), 4.52 (q, J = 7.32 Hz, 2H) , 3.09 ( s, 3H) , 
1.46 (t, J = 7.33 Hz, 3H). MS (EI): m/z 405 (M+) , 
HRMS A :s -0.5 mmu. 
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Example 18 




5 2- { tert-Butyl) -4- {4-£luorophenyl) -5- {4- 

methylsulfonylphenyl ) thiazole 

st:ep 1 Prftparation oi 2.2" 
dimethylthiQpropipnamide ; 

10 To a solution of 2, 2-diinethylpropionamide (2.00 

g, 19.77 mmol) in toluene (60 mL) was added Lawesson's 
reagent (4.00 g, 9.89 nunol) and the solution was 
heated to reflux for 12 hours. The crude reaction 
mixture was cooled to room temperature and was 

15 concentrated in vacuo. The crude product was purified 
by flash chromatography. The first column utilized 
3:1 hexane: ethyl acetate yielding a white solid having 
a strong sulfurous aroma. This solid was further 
purified by flash chromatography (1:1 methylene 

20 chloride: hexane with 1 % acetic acid). The eluant, 
which contained the desired thioamide, was diluted 
with toluene and concentrated in vacuo yielding an 
oil. Treatment of this oil with isooctane yielded 
2,2-dimethylthiopropionamide (0.190 g, 8%) as a white 

25 powder which was used immediately: iH NMR (CEXTla) 300 
mHz 5 9.40 (br s, IH) , 8.65 (br s, IH) , 1.19 (s, 9H) . 

St:ep 2: PrenarafAon of 2- ( frertr-butvl) -4- (4- 
f luoronhenvl ) -5- r 4 -methvlthiophenvl) thiazole: 
30 To a solution of 2-bronio-l- (4-f luorophenyl) -2- (4- 

methylthiophenyDethanone (Example 1, Step 3) (0.196 
g, 0.578 mmol) in ethanol (6 mL) was added 2,2- 
dimethylthiopropionamide from Step 1 (0.071 g, 0.606 
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nunol) and the mixtur was heated to reflux overnight. 
The reaction was cooled to room temperature and 
diluted with ethyl acetate (50 mL) . This solution was 
washed successively with Na2C03 (10% solution) and 
5 brine, dried over Na2S04, filtered and concentrated in 
vacuo yielding 2- (cert-butyl) -4- {4-f luorophenyl) -5- (4- 
methylthiophenyDthiazole as a pale yellow oil (0.162 
g, 78%): iH NMR (CDCI3) 300 mHz 5 7.56-7.51 (m, 2H) , 

7.24 (d, J = 8.48 Hz, 2H) , 7.20 (d, J = 8.48 Hz, 2H) , 
10 6.98 (t, J = 8.85 Hz, 2H) , 2.49 (s, 3H) , 1,52 (s, 9H) , 
MS (EI): m/e 357 (M+) . HRMS A = 0.1 mmu. 

Step 3: Preparation of 2- ( f:^rr-hiit:vl ) -4- M- 
fluorophenvl) -5- (4-mGthvlaulfnny1 phenvl1rhja7n1o> 

15 To a solution of 2- ( tert-butyl) -4- (4- 

fluorophenyl)-5- (4-methylthiophenyl)thiazole from Step 
2 (0,110 g, 0.31 ramol) in methylene chloride (5 mL) at 
0**C was added MCPBA (67 % peroxide content MCPBA) 
(0.080 g, 0.62 mraol initially) and the reaction was 

20 warmed to room temperature. Additional MCPBA was 

added (0.020 g, 0.15 mmol) later that day, more (0.040 
g, 0.31 mmol) on day 4, and more (0.020 g, 0.15 mmol) 
later on day 4. The crude reaction mixture was 
diluted with methylene chloride (50 mL) and the 

25 resulting solution was washed successively with NaHSOs 
solution (0.1 M) , NaHC03 saturated solution and brine, 
dried over Na2S04* filtered and concentrated in vacuo . 
The crude product was recrystallized from methylene 
chloride and isooctane yielding 2- (tert -butyl) -4- (4- 

30 fluorophenyl)-5-(4-methylsulfonylphenyl)thiazole as a 
white powder (0.059 g, 49 %) : mp 144-145*^0, iH NMR 
(CDCI3) 400mHz 6 7,87 (d, J = 8.30 Hz, 2H) , 7,51-7,45 
(m, 4H), 7.00 (t, J = 8.79, 2H) , 3.08 (s, 3H) , 1.50 
(s, 9H) . MS (EI): m/z 390 (MH+) . HRMS A = 1.9 mmu. 
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Exampl 



19 




F 



2 -Benzyl- 4- (4-f luorophenyl) -5- (4- 
methylsulfonylphenyl ) thiazole 



10 



15 



20 



25 



Step 1: Preparation of 2-benzYl-4- (4-f luorophenyH -5- 
( 4-methvlt:hioDhenvl ) thiazole: 

To a solution of 2-bromo-l- (4-f luorophenyl) -2- (4- 
methylthiophenyl ) ethanone (Example 1, Step 3) (0.250 
g, 0.737 mmol) in ethanol (9 mL) was added 2- 
phenylthioacetamide (0.111 g, 0.737 inmol) and the 
mixture was heated to reflux overnight. The reaction 
was cooled to room temperature, diluted with ethyl 
acetate (50 mL) , washed successively with Na2C03 (10 % 
solution) and brine, dried over Na2S04, filtered and 
concentrated in vacuo yielding an oil. This oil was 
dissolved in methylene chloride and isooctane yielding 
a suspension. The solid was removed by filtration and 
the filtrate reconcentrated in vacuo yielding 2- 
benzyl-4- (4-f luorophenyl) -5- (4- 

methylthiophenyl) thiazole as a yellow oil which was 
suitable based upon iH NMR to be used without further 
purification. 

step 2! Preparation of 2-ben2vl-4- (4-f luoronhenvl) -5-- 
( 4-methvlsulf onvlphenvl > thiazole ! 

To a solution of 2- (benzyl) -4- {4-f luorophenyl) -5- 
( 4 -methylthiophenyl) thiazole from Step 1 (0.20 g, 0.50 
mmol) in methylene chloride (10 mL) was added, at room 
temperature, MCPBA ( 0.29 g of 67% peroxide content 
MCPBA, 1.00 mmol) and the reaction was warmed to room 
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temperature and let stand for 2 hours. The crude 
reaction mixture was diluted with methylene chloride 

(50 mL) and the resulting solution was washed 
successively with NaHS03 solution (0,1 M) , NaHC03 
5 saturated solution, and brine, dried over Na2S04, 
filtered and concentrated in vacuo yielding a solid. 
This solid was recrystallized from methylene chloride 
and isooctane yielding 2-benzyl-4- {4-f luorophenyl) -5- 

(4-methylsulfonylphenyl) thiazole as white needles 
10 (0.130 g, 56 %) : mp 117-118*^0. 1h NMR (CDCI3) 400 
mHz 5 7.83 (d, J = 8.56 Hz, 2H) , 7.5-7.3 (m, 9H) , 

7.02 (t, 8.67 Hz, 2H), 4.38 (S, 2H) , 3.06 (s, 3H) . MS 
(FAB) : m/z 424 (MH+) . 

15 Issampl^ 2© 




20 2-aQthylt&iasol© 

^t^fin. Jj:.^reparatJ.Qn^ji^^ ) *2 - ( 4 - 

To a stirred solution of thioanisole (380 mL, 3.2 
25 mol) and 4-f luorophenylacetyl chloride (300 g, 1.6 
mol) in carbon disulfide (1.2 L), cooled to 5®C, was 
added anhydrous aluminiim chloride portionwise at such 
a rate that the internal temperature did not rise 
above IS^C. The reaction was stirred at room 
30 temperature for 16 hours. The solution was cautiously 
poured into 2 L of ice and water. The aqueous 
solution was extracted with methylene chloride (6x150 
mL) , the combined extracts were dried over anhydrous 
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MgS04, filtered and concentrated in vacuo. The 
residue was dissolved in 800 mL of ether and cooled to 
O^C whereupon crystals of pure product formed which 
were isolated by filtration and air dried to provide 
5 the ketone (199.6 g, 48%): mp 135-138**C. iH NMR 

(CDCI3/TMS) 300 MHz 8.00 (d, J=8.7 Hz, 2H) , 7.40-7.30 
(m, 4H), 7.13-7.03 {m, 2K) , 4.34 (s, 2H) , 2.56 (s, 
3H) . Mass spectrum M+=2 60. 

10 Step 2; Preparation of 2-bromp-2-(4-£luprQPhenyl)-l- 
( 4 -methyl thiQPhenyl ) ethanone ; 

To a stirred slurry of 2- (4-f luorophenyl) -1- (4- 
methylthiophenyl) ethanone from Step 1 (5.04 19.36 
mmol) in acetic acid (100 mL) was added HBr in acetic 

15 acid (45 mL, 48 % by wt. ) and bromine (1.0 mL, 3.09 
g, 19.36 iranol) . The resulting green slurry became 
homogeneous within 30 minutes. After 4 hours, the 
reaction was concentrated in vacuo, the residue 
diluted with toluene, and reconcentrated in vacuo. 

20 The crude haloketone was purified by flash 

chromatography (2:1 hexane: methylene chloride) and 
recrystallized from ett^l acetate and isooctane 
yielding 2-bromo-2- (4-f luorophenyl) -1- (4- 
methylthiophenyl ) ethanone as an off-white solid (4.51 

25 g, 69 %): mp 108-111 ""C. iH NMR (CDCI3) 300 mHz 6 
7.94 (d, J = 8.79 Hz, 2H) , 7.60 - 7.50 (ra, 2H) , 7.25 
(d, J = 8.79 Hz, 2H), 7.10 (t, J = 8.67 Hz, 2H) , 6.34 
{s, IH) , 2.56 (s, 3 H) . 

30 Step 3; Preparation of 5-(4'£luprQPhenyl)-4'(4' 
methYlthiQPhenyl)-2-methylthiazQle; 

To a solution of 2-bromo-2- (4-f luorophenyl) -1* (4- 
methylthiophenyl) ethanone from Step 2 (0.70 g, 2.10 
mmol) in ethanol (20 mL) was added thioacetamide (0.16 
35 g, 2.10 mmol) and the mixture was heated to reflux for 
20 hoxxrs. The reaction was cooled to room temperature 
and concentrated in vacuo and dissolved in methylene 
chloride. This solution was washed with NaHCOs 
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saturated solution and dried over Na2S04, filtered and 
reconcentrated in vacuo yielding a white crystalline 
solid. Flash chromatography of this solid (2:1 
methylene chloride :hexane) yielded 5- (4-f luorophenyl) - 
5 4- (4-methylthiophenyl) -2-methylthia20le as a white 
solid (0.45 g, 68 %) : mp 104-105*'C. iH NMR (CDCI3) 
400 mHz 5 7.39 (d, J = 8.32, 2H) , 7.28 (dd, J = 8.80, 
5.14, 2H), 7.15 (d, J = 8.32, 2H) , 7.00 (t, J = 8.80, 
2H), 2.74 (s, 3H), 2.47 ( s, 3H) . MS (EI): m/z 316 
10 (M+H) . HRMS A = 0.000 mmu. 

Step 4: Preparation of 5- U-f Inm^nphenvn -4- rd- 
methvlsulfonvlphenvl) -•2-inethvl^hi a^oI o. 

To a solution of 2- (methyl) -5- (4-f luorophenyl) -4- 

15 (4-methylthiophenyl) thiazole from Step 3 (0.440 g, 
1.39 mmol) in methylene chloride (15 mL) at 0^*0 was 
added MCPBA (0.90 g of 67% peroxide content MCPBA, 
3.49 mmol) and the reaction was warmed to room 
temperature and let stand overnight. The crude 

20 reaction mixture was diluted with methylene chloride 
(70 mL) and the resulting solution was washed 
successively with NaHS03 solution (0.1 M) and NaHC03 
saturated solution, dried over Na2S04, filtered and 
concentrated in vacuo. The crude product was purified 

25 by flash chromatography (1:1 methylene 

chloride :hexane) and the product thus obtained was 
recrystallized from methylene chloride and isooctane 
yielding 5- (4-f luorophenyl) -4- (4- 
methylsulf onylphenyl) -2-methylthiazole as clear 

30 colorless needles (0.274 g, 57%): mp 134-135**C. IH 
NMR (CDCI3) 400 mHz 5 7.84 (d, J = 8.56 Hz, 2H) , 7.69 
(d, J = 8.56 Hz, 2H), 7.28 (m, 2H) , 7.06 (t, J = 8.68, 
2H), 3.04 (s, 3H), 2.76 (s, 3H) . MS (EI): m/z 348 
(MH+); HRMS A = -2.5 mmu. 



35 
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Example 21 




2- (3- [ 4 -Bromophenyl] propyl) -4^(4- 
fluorophenyl) ) -5- (4- 
Xllethyl8ul£onylphenyl ) thiazole 



Step 1; Preparation of 4- (4-brnTnnp]^finYl ) 

To a solution of 4- {4 -bromophenyl )butyramide 
(1.653 g, 6.827 itimol) in toluene (35 itiL) was added 
Lawesson's reagent (1.381 g, 3.414 nunol) . The 
reaction was heated at reflux overnight, cooled to 

15 room temperature, and concentrated yielding an orange 
oil. Flash chromatography of this oil (1:1 
hexane: methylene chloride with 1% acetic acid) yielded 
4- (4 -bromophenyl) thiobutyramide as off-white needles 
(0.196 g): mp 104-105*^C. 1h NMR (DMSO-de) 300 MHz 5 

20 9.33 (br s, IH) , 9.12 (br s, IH) , 7.44 (d, J = 8.11 
Hz, 2H), 7.14 (d, J = 8.48 H z, 2H) , 2.56-2.41 (m, 
4H), 1.95 - 1.85 (m , 2H) . 



Step 2; Prenararion of 2-n-r4-bi-nmor.hon Y iin,-,,nx.i ^-a- 
25 ( 4 - f luoronhenvl n - ?5 - f 4 ^m^th^, ^ ioph^n^/ u h >^ j ^ ^ . 

To a solution of 2-bromo-2- (4-f luorophenyl) -1- (4- 
methylthiophenyl ) ethanone (Exan^le 1, Step 3) (2.70 g, 
7.90 mmol) in acetonitrile (90 mL) and ethanol (10 mL) 
was added 4- (4 -bromophenyl) thiobutyramide from Step 
30 1, (1.4 g, 7.90 mmol) and the mixture was heated to 
reflux for 7 hours. The reaction was cooled to room 
temperature and let stand overnight. The crude product 
was concentrated in vacuo yielding an oil which was 
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purified by flash chromatography (1:1 hexane: methylene 
chloride) yielding 2- (3- t4-bromophenyl]propyl) -4- (4- 
f luorophenyl) ) -5- (4-methylthiophenyl) thiazole (1.4 g, 
36 %) as a clear colorless oil (ca. 90 % purity by 
5 NMR) : IH NMR {CDCI3) 300 MHz 5 7 ,50-7. 46 (m, 2H) , 7.41 

(d, J - 8.46 Hz, 2H), 7.22 (d, J = 8.66 Hz, 2H) , 7.16 
(d, J = 8.66 Hz, 2H), 7.10 (d, J = 8.26 Hz, 2H) , 6.97 
(t, J = 8.86, 2H), 3.03 (t, J = 7,45 Hz, 2H) , 2.74 (t, 

J = 7.45 Hz, 2H), 2.49 (s, 3H) , 2.20 - 2.09 (m, 2H) . 
10 MS (EI): m/z 529, 531 (M+) 497, 499. HRMS A = -2.1 

ininu. 

step 3 Pyf^naration of 2> ( 3 - T 4-bromQPhenvl1propvl) - 
4- (4-fluorQPhpnvl) )-5-(4- 

15 methvlsul f nnvlphenvl ) thiazole: 

To a solution of 2- (3- [4-bromophenyllpropyl) -4- 
(4-f luorophenyl) ) -5- ( 4 -me thythiophenyl) thiazole from 
Step 2 (0.20 g, 0,48 mraol) in methylene chloride (5 
mL) at O^C was added MCPBA (0.17 g of 67% peroxide 

20 reagent, 0.65 romol) and the solution was warmed to 
room temperature and let stand overnight. The 
reaction mixture was diluted with methylene chloride 
(50 mL) , was washed successively with NaHS03 solution 
(0.1 M) , and NaHCOs saturated solution, dried over 

25 Na2S04, filtered and concentrated in vacuo. The 

product was recrystallized from methylene chloride and 
isooctane yielding 2- (3- [4-bromophenyl)propyl) -4- (4- 
f luorophenyl) ) -5- (4-methylsulfonylphenyl) thiazole as a 
white crystalline solid (0.113 g, 44%); mp 132-133'*C. 

30 IH NMR (CDCI3) 300 MHz 8 7.86 (d, J = 8.46 Hz, 2H) , 

7.49 - 7.40 (m, 6H) , 7.11 - 7.08 (m, 2H) , 7.01 (t, J - 
8.66 Hz, 2H), 3.08 - 3.03 (m, 5H) , 2.75 (t, J = 7.45 
Hz, 2H) , 2.18 (m, •2H). MS (EI): m/z 529,5311 (M+) . 
HRMS A = -3.117 mmu. 

35 
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5 6- (^-Fluoffog>Ji<sayl) -S-i^- 

SJ:^_JL:_Prenaration of 4- (4-f lu orophenvl) ) -5- (4- 

10 To a solution of formamide (3.4 g, 3.0 mL, 75.5 

mmol) in diethyl ether was added, with ice bath 
cooling and stirring solid, phosphorous pentasulfide 
(2.35 g, 5.3 mmol) in several portions. The reaction 
was refrigerated at 5**C for 72 hours, warmed to room 

15 temperature and stirred for an additional 16 hours - 
The ethereal solution of resulting thioformamide was 
decanted from the reaction mixture and* used ''as is". 
One half of this ethereal solution was concentrated in 
vacuo the resulting straw colored oil was diluted 

20 with acetonitrile (10 mL) and cooled to 0**C (ice 
bath). Solid 2-bromo-l- (4-f luoropheryl) -2- (4- 
methylthiophenyl ) ethanone (Example 1, Step 3) (0.518 
g, 1.53 mmol) was added and the reaction was stirred 
at room temperature for 8 days. The reaction mixture 

25 was concentrated in vacuo, diluted with methylene 

chloride and washed successively with NaHC03 saturated 
solution, and brine, dried over Na2S04, filtered and 
reconcent rated in vacuo. The crude thiazole was 
purified by flash chromatography (1:1 hexane: methylene 

30 chloride) yielding 4- (4-f luorophenyl) ) -5- (4- 

methylthiophenyl) thiazole as a clear viscous oil (0.37 
g, 80%): IH NMR {CEXTla) 300 MHz 6 8.75 (s, IH) , 7.52 
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10 



15 



20 



25 



(dd, J = 8.87, 5,47 Hz, 2H) , 7.22 (d, J = 8.68, 2H) , 
7.17 (d, J = 8.68, 2H) , 6.98 (t, J = 8.87 Hz, 2H) , 
2.45 (s, 3H) . MS (EI): m/e 301 {M+), HRMS A = 5.063 



Step 2: Preparation of 4- M-f luoronh envl) --5- r4- 
methvlsul f onvlphenvl ) thiazole r 

To a solution of 4- (4-f luorophenyl) ) -5- (4- 
methylthiophenyl) thiazole from Step 1 (0.35 g, 1.16 
ramol) in methylene chloride (12 mL) at 0*^C was added 
MCPBA (0.75 g of 67% peroxide content reagent, 2.90 
mmol). The solution was warmed to room temperature 
and stirred overnight. The reaction was diluted with 
methylene chloride (40 roL) and this solution was 
successively washed with NaHS03 solution (0.1 M) , and 
NaHC03 saturated solution, dried over Na2S04, filtered 
cuid concentrated in vacuo. The product was 
recrystallized from methylene chloride and isooctane 
yielding 4- (4-f luorophenyl) -5- (4- 
methylsulfonylphenyl) thiazole as long pale yellow 
needles (0.253 g, 65%): mp 138-139*^0. 1h NMR (CDCI3) 
300 MHz 5 8,89 (s, IH) , 7.91 (d, J = 8,68, 2H) , 7.55 
(d, J = 8.68, 2H), 7,48 (dd, J = 9,06, 5,28Hz, 2H) , 
7.03 (t, J = 9.06 Hz, 2 H), 3.09 (s, 3H) . MS (EI): 
m/z 333 (M+), HRMS A = -5.342 mmu. 



mmu. 



Example 23 



H3C 




F 



4- (4-Fluorophenyl) -5- (4-metbyl8ulf onylphenyl) - 
2-trlf luoromethylthiazole 
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fit^n 1> Prenaratiion of 4- ( 4-f luoronhenvl) -5- (4- 
mehhvlt:hiQnhenvl ) -2-t:ri f luoromethvlthiazole : 

To a solution of trif luoroacetamide (13.7 g, 
121.2 mmol) in toluene (30 mL) was added solid 
5 phosphorous pentasulfide (5.4 g, 12.1 mmol) and the 
mixture was heated to reflux for 60 hours. The 
resulting orange 'coarse* suspension was cooled to 
room temperature and pulverized to form a fine 
suspension. 2-Bromo-l- (4-f luorophenyl) -2- (4- 

10 methylthiophenyDethanone (Exanple 1, Step 3) (1.53 g, 
4.50 mmol) was added in one portion to the toluene 
suspension (7.5 mL, ca. 30 mmol of theory). This 
suspension was heated to reflux for 1.5 hours, cooled 
to SO^'C, and 1,0 N HCl solution (1 mL) was added 

15 carefully. The solution was reheated to reflux for 1 
hour more. This reaction was cooled to room 
temperature and let stand overnight. To this solution 
was added 2 N NaOH solution until the exotherm 
subsided and the reaction was stirred for 1 hour 

20 longer. The resulting black suspension was diluted 
with methylene chloride and washed with NaHC03 
saturated solution, dried over Na2S04, filtered and 
concentrated in vacuo yielding an orange oily semi- 
solid. This crude intermediate was purified by flash 

25 chromatography with 3:1 hexane: ethyl acetate and 9:1 
hexane: methylene chloride yielding 4- (4-f luorophenyl) - 
5- (4-methylthiophenyl) -2-trif luoromethylthiazole (1.1 
g, 72%) as a pale brown oil: iH NMR (CDCI3) 300 MHz 8 

7.52 (dd, J = 5.28, 9.06, 2H) , 7.24 (m, 4H) , 7.01 (t, 
30 J = 8.68 Hz, 2H), 2.51 (s, 3H) . MS (EI): m/z 369 
(M+H) . HRMS A = ^1.446 mmu. 

SUP 2; Preparation Qt 4- (4-£lwrophenYl)-5- (4- 

Tnethvlgulfonv3r>henvl)-2-trifluoromethvlthiazQle: 
35 To a solution of 2-trif luoromethyl-5- (4- 

f luorophenyl ) ) -4 - ( 4 -methylthiophenyl ) thiazole from 
Step 1 (1.10 g, 3.30 mmol) in methylene chloride (30 
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niL) at 0»C was added MCPBA (2.10 g of 67% peroxide 
content reagent, 8.20 mmol) in three portions over 2 
hours. After 3 hours total reaction time, the 
reaction was diluted with methylene chloride (150 mL) 
5 and the solution was washed with NaHSOs solution (0.1 
M):NaHC03 saturated solution (1:1 ration 3x50 mL) , 
dried over MgS04, filtered and concentrated in vacuo. 
The resulting solid was recrystallized from methylene 
chloride and isooctane yielding 4- (4-f luorophenyl) -5- 

10 (4-methylsulfonylphenyl)-2-trifluoromethylthiazole as 
opaque white crystals (1.1 g, 90%): mp ISS-ITO'C. iH 
NMR (CDCI3) 300 MHZ 5 7.97 (d, J = 8.84. 2H) . 7.57 (d, 
J = 8.84, J = 8.84, 2H), 7.47 (dd, J = 8.85, J = 5.16. 
2H), 7.04 (t, J = 8.85 Hz, 2H) , 3.11 (s, 3H) ; l^F NMR 

15 (CDCI3) 300 MHz 5 -61.55, -111.42. MS (EI): m/z 402 
(MH+). HRMS A = 1.938 mmu. 



Example 24 




4- (4-Pluorophenyl) -5- (4-methylsulf onylphenyl ) - 

2- (2-thienyl)thiazole 

Step ]; Preparation of A- u-f ii ^ nrnnt,aT,Yl I -'t- f^ - 
methvlr.hi nphenvl ) -2-(7-ti^^^r.yt ) ^ - hia^m » . 

To a solution of 2-bromo-l- {4-f luorophei^l) -2- (4- 
methylthiophenyDethanone (Example 1, Step 3) (0.249 
g, 0.734 mmol) in ethanol (9 mL) was added thiophene- 
2-thiocarboxamide (0.110 g, 0.771 mmol) and the 
mixture was heated to reflux 14 hours. The reaction 
was cool d to room temperature, diluted with ethyl 
acetate (50 mL) and this solution washed successively 
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with Na2C03 (10 % solution, 3x20 mL) and brine, dried 
over Na2S04, filtered and concentrated in vacuo 
yielding an orange crystalline solid. This solid was 
purified by flash chromatography (9:1 hexane: ethyl 
5 acetate) yielding 4- (4-f luorophenyl) -5- (4- 
methylthiophenyl) -2- (2-thienyl] thiazole (0.228 g, 82%) 
as a viscous yellow oil: IH NMR (CDCI3) 300 MHz 5 

7,53-7.58 (m, 3H) , 7.40 (dd, J = 5.29, 1.17 Hz, IH) , 
7.28 (d, J = 8.30 Hz, 2H) , 7.19 (d, J = 8.30 Hz, 2H) , 
10 7.09 (dd, J = 4.91, 3.78 Hz, IH) , 7.00 (t, J = 8.68 

Hz, 2H), 2.50 (s, 3H) . MS (EI): m/e 383 (M+) . HRMS 
A = 0 . 1 mmu . 

Step 2: Preparation of 4- (4-f luorophenvl) -c;- f 4- 

15 methvlsulfonvlphenvl)-2-{2-thienvl)thia2Qle; 

To a solution of 2- (2-thienyl) -4- (4- 
f luorophenyl) -5- (4-methylthiophenyl) thiazole from Step 
1 (0.20 g, 0.52 nrniol) in methylene chloride (5 mL) , 
MCPBA was added at 0**C ( 0.27 g of 67 % peroxide 

20 content MCPBA, 1.1 mmol) and the reaction was warmed 
to room temperature. The crude reaction mixture was 
diluted with methylene chloride (50 mL) and the 
resulting solution was washed successively with NaHSOs 
solution (0.1 M) , NaHCOs saturated solution and brine, 

25 dried over Na2S04, filtered and concentrated in vacuo. 
The crude product was recrystallized from methylene 
chloride and isooctane yielding 4- (4-f luorophenyl) -5- 
(4-methylsulfonylphenyl)-2- (2-thienyl)thiazole as a 
pale green solid (0.170 g, 79%): mp 194-195*'C. iH 

30 NMR (DMSO-de) 400 MHz 5 7.90 (d, J = 8.30 Hz, 2H) , 7.58 

(d, J = 3,91 Hz, IH), 7.55-7.50 (m, 4H) , 7,45 (d, J = 
3.91 Hz, IH), 7.13-7.11 (m, IH) , 7.04 (t, J = 8.79 Hz, 

2H), 3.09 (s, 3H).' MS (EI): m/z 416 (MH+) . HRMS A = 

* 

0.9 mmu. 



wo 96/01392 



PCTAJS95rt)9444 



126 

Example 25 




5 2 - ( 5 -Bromo- 2 - thienyl ) -4 - ( 4 - f luorophenyl ) -5 - ( 4 - 

methylsulfonylpheny 1 ) thiazole 

To a solution of 4- (4-f luorophenyl) -5- ( 4- 
methylthiophenyl) -2- (2-thienyl] thiazole (Example 24, 

10 Step 1) (0.057 g, 0.149 mmol) suspended in acetic acid 
(2 mL) and methylene chloride (2.0 mL) was added 
excess bromine in acetic acid (1.4 M, 0.51 mL, 0.714 
mmol) . The reaction was concentrated in vacuo, 
diluted with ethyl acetate, and washed successively 

15 with NaHS03 solution (0.1 M) , NaHCOs saturated 

solution and brine, dried over Na2S04, filtered and 
reconcent rated in vacuo. The resulting compoxind was 
diluted with methylene chloride (1 mL) and MCPBA 
(0.064 g of 67% peroxide reagent, 2.48 mmol) and let 

20 stand for 4 hours. The crude reaction mixture was 
diluted with methylene chloride (50 mL) and the 
resulting solution was washed successively with NaHSOs 
solution (0.1 M) , NaHC03 saturated solution and brine, 
dried over Na2S04, filtered and again concentrated in 

25 vacuo. The crude product was recrystallized from 

methylene chloride and isooctane yielding 2-(5"bromo- 
2 - thienyl ) - 4 - { 4 - f luorophenyl ) - 5 - ( 4 - 

methylsulfonylphenyl) -thiazole as fine yellow needles 
(0.039 g, 53 %) : mp 190-19rc. iH NMR (CDCI3) 300 MHz 
30 5 7.89 (d, J = 8.46 Hz, 2H) , 7,54 (d, J = 8.46 Hz, 

2H), 7.49 (m, 2H), 7.30 (d, J = 4.03 Hz, IH) , 7.08 (m 
IH), 7.04 (t, J = 8.66 Hz, 2H) , 3.09 (s, 3H) . MS 
(EI) : m/z 496 (M+H) . 
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Exsunple 26 




5 

4- (4-Pluorophenyl) -5- ( 4 -methylsulf onylphenyl ) - 

2 - ( 3 -pyr idyl ) thiazole 

Step 1; Preparation of 1 - (4-f lunrnnh ^nvii -2- m- 
10 methvlsu] fonvlphenvl ) efhannno; 

To a stirred solution of 1- {4-fluorophenyl) -2- (4- 
methylthiophenyDethanone (Example 1, Step 3) (15.00 
g, 57.62 mmol) in methylene chloride (500 mL) at 5*^0 
(ice-bath) was added MCPBA (29.64 g, ca. 67% peroxide, 

15 ca, 113 mmol), portionwise over 30 minutes. The 

solution was warmed to room temperature. The reaction 
solution was stirred vigorously with NaHS03 solution 
for 10 minutes to quench any unreacted MCPBA. The 
layers were separated and ethyl acetate was added to 

20 aid in dissolution of the precipitate which began to 
form. The partial suspension was filtered and the 
solid saved. The organic phase was washed 
successively with NaHC03 solution and brine, dried 
over Na2S04r and diluted with isooctane until a solid 

25 began to precipitate. More solid precipitated upon 
removal of most of the solvent in vacuo. All of the 
precipitates were combined yielding l-(4- 
fluorophenyl) -2- (4-methylsulfonylphenyl)ethanone (14.5 
g, 86 %). mp 182-183°C. iH NMR {CDCI3) 300 MHz 5 8.04 

30 (dd, J = 5.24, 8.46, 2H) , 7.92 (d, J = 8.26 Hz, 2H) , 
7,46 (d, J = 8.46 Hz, 2H), 7,17 (t, J = 8.46, 2H) , 
4.37 (s, 2H), 3.05 (s, 3H) . MS: m/z 293 (MH+) ; HRMS 
A = 1 . 6 mmu . 
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stiep 2: Preioara tion Qf__2-brQmQ-l- 

To a stirred slurry of 1- (4-f luorophenyl) -2- (4- 
5 methylsulfonylphenyDethanone from Step 1 (3.03 g, 
10,38 nvmol) in acetic acid (40 mL) was added HBr in 
acetic acid (2 mL, 48% by wt.) and bromine (0.64 mL, 
1.99 g, 12.45 mmol) . Within minutes the slurry became 
homogeneous. After 1 hour, the reaction was 

10 concentrated in vacuo, diluted with methylene chloride 
and reconcentrated in vacuo yielding 2-bromo-l- (4- 
f luorophenyl) -2- (4-methylsulfonylphenyl) ethanone as a 
tcin solid {3.53 g, 95 %) which could be used without 
further purification: mp 140-141**C, iH MMR (CDCI3) 

15 300 MHz 5 8.05 (dd, J = 5.16, 8.84 Hz, 2H) , 7.96 (d, J 
= 8,48 Hz, 2H), 7.75 (d, J = 8.48 Hz, 2H) , 7.17 (t, J 
=: 8.48 Hz, 2H), 6.29 (s, IH) ,* 3.06 ( s, 3H) . MS: m/e 
371/373 {MH+). HRMS A = 5.5 mmu. 

20 Step^j^PreparatiocL^ ^TJLAjJ^A^flTPPh^m^J. ) -5- (4" 

methvOsulfoixvaphenvl) -2r i^-r>yxX0y. X} ^^OX^^. 

To a solution of 2-bromo-l- {4-fluorophenyl) -2- (4- 
methylsulfonylphenyDethanone from Step 2 (0.732 g, 
1.97 mmol) in acetonitrile (20 mL) was added 

25 thionicotinamide ( 0.273 g, 1.97 mmol) with stirring. 
The resulting solution was heated to reflux for 1 hour 
and additional 2-bromo-l- (4-fluorophenyl) -3- 
(methylsulfonylphenyl)ethanone (0.031 g, 0.05 mmol) 
was added and stirred at refliix for an additional 

30 hour. The reaction was cooled to room temperature and 
concentrated in vacuo yielding an orange semi-solid. 
This was purified by flash chromatography (2:1 
hexane: ethyl acetate with 1% acetic acid) . The product 
fractions were combined, toluene added, and the 

35 resulting solution reconcentrated . in vacuo yielding 4- 
( 4-fluorophenyl) -5- (4-methylsulfonylphenyl) -2- (3- 
pyridyl) thiazole as a pale yellow crystalline solid 
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(0,351 g, 43%): mp 143-146**C. iH NMR (CDCI3) 400 MHz 
5 9,20 (d, J = 1.81 Hz, IH), 8.68 (dd, J = 1.46, 4.89 

Hz, IH), 8.30 (dt, J = 2.00, 9.42 Hz, IH) , 7.91 (d, J 
= 8,55 Hz, 2H), 7.60-7.52 (m, 4H) , 7,42 (m, 1), 7.05 
5 (t, J = 8.70 Hz, 2H), 3.10 (s, 3H) . MS (EI): m/z 410 
(M+). HRMS A = -4.3 mmu. 

ExsLXDple 27 



10 




2 - ( Cyanome thy 1 ) - 4 - ( 4 - f luor opheny 1 ) - 5 - ( 4 
methylBuIf onylphenyl) thiazole 



15 Step 1; Prfiparatipn p£ 2-{cYanQmethYl)-4-(4- 
£luorQPhenYl)-5' (4-methYlthipphenYl) thiazple; 

To a solution of 2-bromo-l- (4-f luorophenyl) -2- (4- 
methylsulfonylphenyDethanone {Example 26, Step 2) 
(0.249 g, 0,734 iranol) in ethanol (9 mL) was added 2- 

20 cyanothioacetamide (0.077 g, 0.771 inmol) and the 
solution was heated to reflux for 14 hours. The 
reaction was cooled to room temperature, was 
concentrated in vacuo and the residue was dissolved in 
ethyl acetate. This solution was washed successively 

25 with Na2C03 (10% solution) and brine, dried over 

Na2S04, filtered and reconcentrated in vacuo yielding 
an orange crystalline solid. The solid was purified 
by flash chromatography (4:1 hexane: ethyl acetate) 
yielding 2- (cyanomethyl) -4- (4-f luorophenyl) -5- (4- 

30 methylthiophenyl) thiazole as very fine pink crystals 
(0.090 g, 36%): mp 118-119'*C. 1h NMR (CDCl3) 400 MHz 
5 7.50 (d, J = 5.38, 2H), 7.47 (d, J = 5,38, 2H) , 

7.24-7.18 (m, 4H) , 7.00 (t, J = 8,80, 2H) , 4.16 (s. 
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2H), 2.50 (s, 3H) . MS (EI): m/z 340 (M+) . HRMS A = 
2.7 mmu. 

Step 2: Preparation of 2- (cvanometihvl) -4- f 4> 
5 f luorophenvl) -5- (4-methvlsulfonvlnhPnvn thia^olpr 
To a solution of 2"Cyanomethyl"4- {4- 
f luorophenyl) -5- {4-methylthiophenyl) thiazole from Step 
1 (0.08 g, 0.24 mmol) in methylene chloride (3 mL) at 
0*C was added MCPBA (0.13 g of 67 % peroxide content 

10 MCPBA, 0.48 mmol) and the reaction was warmed to room 
temperature. The crude reaction mixture was diluted 
with methylene chloride (50 mL) , washed successively 
with NaHSOa solution (0.1 M) , NaHCOs saturated 
solution, and brine, dried over Na2S04, filtered and 

15 concentrated in vacuo. The crude product was 

recrystallized from methylene chloride and isooctane 
yielding 2- (cyanomethyl) -4- (4-f luorophenyl) -5- ( 4- 
methylsulfonylphenyl) thiazole as light orange needles 
(0.064 g, 72%): mp 151-152**C. 1h NMR (CDCI3) 400 MHz 

20 5 7.92 (d, J = 8.79, 2H) , 7.52 ( d, J = 8.79, 2H) , 
7.44 (m, 2H), 7.03 (t, J = 8.30, 2H) , 4.17 (s, 2H) , 
3.09 (s, 3H). MS (EI): m/z 373 (M+H) . HRMS A = 4.8 
mmu. 

25 Example 28 




4- (4-Fluoropbexiyl) -5- (4-iiLethyl8ul£onylphenyl) - 
30 2-methylthiazole 



To a solution of 2-bromo-l- (4-f luorophenyl) -2- (4- 
methylsulfonylphenyl)ethanone (0.437 g, 1.18 mmol) 
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(Example 26, Step 2) in acetonitrile (10 itiL) was added 
thioacetamide (0.088 g, 1.18 inmol) and the solution 
was heated to reflux (2 hours) until all solid 
dissolved. The reaction was cooled to room 
5 temperature. The acetonitrile was removed in vacuo 
and the resulting product precipitated from methanol 
by the addition of water yielding 4- {4-f luorophenyl) - 
5-(4-methylsulfonylphenyl)-2-methylthiazole (0.226 g, 
55 %, ca. 85% purity by iH NMR) : mp 229-233''C. iH NMR 
10 (CDCI3) 300 MHz 5 7.98 (d, J = 8.11 Hz, 2H ), 7.66-7.61 
(m, 2H), 7.52 (d, J = 8.48 Hz, 2H) , 7.13 (t, J := 8.48 
Hz, 2H), 3.31 (s, IH), 3.10 { s, 3H). MS (EI- 
thermospray) : m/z 348 (M+) . HRMS A = -2.3 mmu. 

15 Example 29 




4 - ( 4 -Pluorophenyl ) -5- ( 4 -methyl sulfonylphenyl ) - 
20 2-benzylamlnothlazole 

To a solution of 2-bromo-l- (4-f luorophenyl) -2- (4- 
methylsulfonylphenyDethanone (Example 26, Step 2) 
(0.415 g, 1.12 romol) in isopropanol (12 mL) was added 

25 N-benzyl thiourea (0.186 g, 1.12 mmol) , The solution 
was heated to reflux (30 hours), cooled to room 
temperature and let stand for 7 days. The resulting 
suspension was concentrated in vacuo. The resulting 
residue was suspended in methylene chloride (100 mL) 

30 and washed with NaHC03 saturated solution (3x10 mL) , 
dried over sodium sulfate, filt red and reconcentrated 
in vacuo yielding 4- (4-f luorophenyl) -5- (4- 
methylsulfonylphenyl)-2-benzylaminothiazole as a pale 
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yellow solid (0.34 g, 69%): mp 112'^C. iH NMR (CDCI3 ) 
400 MHz 5 7.74 (d, J = 8.56 Hz, 2H) , 7.43-7.25 (m, 

lOH), 6.92 {t, J = 8.56 Hz, 2H) , 4.33 (s, 2H) , 3.02 
(s, 3H) • MS (El-thermospray) : m/z 439 (MH+} . HRMS A 
5 =1.6 mmu . 

Example 30 



10 

4- (4-Fluorophenyl} *5- ( 4 -methylsulfonylphenyl) - 
2- (1 -piper Idiny 1 ) thlazole 




To a solution of 2-broino-l- {4-f luorophenyl) -2- (4- 
15 methylsulf onylphenyDethanone (0.462 g, 1.24 iranol) 
(Example 26, Step 2) in ethanol (10 mL) was added 
piperidine thiocarboxamide (0.198 g, 1.37 mmol) and 
the solution was heated to reflux for 14 hours. The 
reaction was cooled to room temperature and 
20 concentrated in vacuo yielding a foam. This foam was 
dissolved in methylene chloride and washed 
successively with NaHC03 saturated solution (3 
portions) and brine, dried over Na2S04. filtered and 
reconcentrated in vacuo yielding 4- {4-f luorophenyl) -5- 
25 {4-methylsulfonylphenyl) -2- (1-piperidinyl) -thiazole 
(0.371 g, 72%) as a yellow-green fluffy solid: mp 
173-175'*C, IH NMR (CDCI3) 400 MHz 6 7.77 (d, J = 8.56 

Hz, 2H), 7.46 (dd, J = 5.60, 8.80), 7.38 (d, J = 8.56 

Hz, 2H) , 6.99 (t, J = 8.80 Hz, 2H) , 3-53 (s (broad), 

30 4H) , 3.05 (s, 3H), 1.70 (s (broad), 6H) . MS (EI): m/z 
417 (MH+) . HRMS A = -1.5 mmu. 
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5 4- {4-Fluoropheayl) -5- (4-methylsulf oaylpheayl ) - 

2- ( 1-propylamiao) thiasolQ 

To a solution of 2-bronio-l- (4-fluorophenyl) -2- (4- 
methylsulfonylphenyDethanone (0.346 g, 0.932 mmol) 

10 (Example 26, Step 2) in ethanol (15 mL) was added N- 
propylthiourea (0.116 g, 0.979 mmol) with stirring. 
The resulting solution was heated to reflux for 24 
hours. The reaction was cooled to room temperature 
and concentrated in vacuo. The residue was dissolved 

15 in methylene chloride, washed successively with Na2C03 
(10 % solution) and brine, dried over Na2S04, 
filtered and reconcentrated in vacuo yielding 4-(4- 
f luorophenyl) -5- (4-methylsulfonylphenyl) -2- (1- 
propylamino) thiazole as a yellow crystalline solid 

20 (0.276 g, 76 %) : mp 181-182**C. iH NMR (DMSO-de) 400 
MHz 5 7.97 (t, J = 5.37 Hz, IH) , 7.78 (d, J = 8.79 Hz, 
2H), 7.42 (dd, J - 5.86, 8.79, 2H) , 7.37 (d, J = 8.79, 
2H), 7.15 (t, J = 8.79 Hz, 2H) , 3.21 (q, J = 6.84, 
2H), 3.18 (s, 3H), 1.60 (m, 2H) , 0.91 (t, J = 7.33, 

25 3H). MS (EI): m/z 390 (M+) . HRMS A = 2.4 mmu. 
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Example 32 




H2NS02 



4 - 1 4 - ( 4 -Fluorophenyl ) -2 - ( 2-chlorophenyl ) -5 
thiazolyl] benzeneBulfonamide 



To a solution of the methyl sulfone (Example 16) 
(0.21 g, 0.47 mmol) in tetrahydrofuran (THF) (5 mL) at 

10 O^C under nitrogen was added 2 M n-butyl magnesium 
chloride in THF (1.0 mL, 2.0 mmol) slowly, via 
syringe, and the mixture was stirred at 0**C for 30 
minutes and then at room temperature (25^0 for 2 
hours. After cooling to 0°C, a 1.0 M solution of 

15 triethyl borane in THF (2.5 mL, 2.5 mmol) was added 
and the mixture was warmed to room temperature and 
stirred for 2 hours, and then heated to reflux 
overnight (18 hours). After cooling to room 
temperature for 3 hours, water (3 raL) was added 

20 followed by sodium acetate (1.2 g) and hy droxyl amine- 
0-sulfonic acid (0.82 g) . After stirring at room 
temperature overnight, the mixture was poured into 3 
volumes of ethyl acetate, and the organic layer washed 
with water and brine and dried over MgS04. After 

25 solvent removal, the white solids (a mixture of 

product and starting material) was recrystallized from 
ethyl acetate/hexane to provide 0.11 g of a white 
solid. Anal. Calc'd for C21H14N2O2S2FCI: C, 56.69; 
H,. 3.17; N, 6.30. Found: C, 55.99; H, 2.97; N, 6.15. 



30 
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Example 33 



5 




f luorophenyl ) -5- [4* 
(methylsul£onyl) phenyl] thiazole 



Step 1: Prftnaration nf y.-iCK.^^ 
10 dichlQrQohenoxvlTnfit.hvl U-f luorophenv l) -5- M- 
methvlt:hinnhenvl^ f.hja^nl 

A solution of 1- (4-f luorophenyl) -2- {4- 
methylthiophenyl)-2-bromoethanone, {Example 1, Step 3) 
(4.01 g, 11,8 mmol) and 3 , 5-dichlorophenoxy 

15 thioacetamide (2.80 g, 11.9 mmol) in 20 mL of 

acetonitrile and 10 mL of ethanol was heated to reflux 
for 1.2 hours. The solution was diluted with 
methanol, cooled to 0**C in an ice bath and a 
precipitate formed that was removed by filtration to 

20 provide pure 4- (4-f luorophenyl) -5- (4- 
methylthiophenyl) -2- {(3,5- 

dichlorophenoj^) methyl) thiazole (4.19 g; 74%) which 
was used directly in the next step: rop 104, 5-105. 0**C; 
Mass spectrum M+H=476. 

25 

Step 2: Prenaration of 2-((3.5- 

dichlorQPhenoxv)methvl ) -4- luorophenvl ) - f 4- 
methvlfiu:! f nnvlphenvl ) thiazole ; 

A dichloromethane (30 mL) solution of the 
30 thiazole from Step 1 (4.06 g, 8.52 mmol) was treated 
with jn-chloroperoxybenzoic acid (5.98 g, 17.06 mmol) 
and stirred at room temperature for 0.75 hour. The 
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solution was washed successively with 10% aq, NaHSOs, 
10% Na2C03/ dried over anhydrous MgS04, filtered and 
concentrated in vacuo to give a white solid. 
Recrystallization from a mixture of dichloromethane 
5 and isooctane afforded 2.50 g (58%) of pure 2-((3,5- 
dichlorophenoxy) methyl) -4- (4-f luorophenyl) -5- (4- 
methylsulfonylphenyl) thiazole as a white solid: mp 
171-173**C; iH NMR (CDCI3) 300 MHz 7.88 (d, J= 8.5Hz, 
2H), 7.54 (d, J=: 8.5Hz, 2H) , 7.50-7.40 (m, 2H) , 7,07- 
10 6.90 {m, 5H), 5.37 Is, 2H) , 3.08 (s, 3H) ; l^F NMR 
(CDCI3) 112,53 (m) . High resolution mass spectrum 
Calc'd. for C23H16CIFNO3S2 (MH+) : 506.9933, Found: 
506.9932. 

15 Example 34 




H2N 

4- (2 - ( (3, 5 -Dichlorophenoxy )iaettiyl) -4- (4- 
20 f luorophenyl ) -5-thiazolyl]benzeneBulf onamide 

To a solution of 2- ( (3 , 5-dichloropheno3^)methyl) - 
4- {4-f luorophenyl) - 5- (4-methylsulfonylphenyl) thiazole 
(Example 33) (0.508 g, 1.0 mmol) in THF (5 mL) at O^C 

25 under nitrogen was added 2.0 M n-butyl magnesi\im 
chloride in THF (1.6 mL, 3.2 mmol) slowly, via 
syringe, and the mixture stirred at O^^C for 30 minutes 
and then at room tenperature (25*C) for 2 hours. After 
cooling to 0**C, a 1.0 M solution of triethyl borane in 

30 THF (5 mL, 5 mmol) was added and the mixture was 
warmed to room temperature and stirred for 2 hours, 
and then heated to reflux for 36 hours. After cooling 
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to room temperature and stirring for 3 hours, water (3 
mL) was added followed by sodium acetate (1.2 g) and 
hydroxylamine-O-sulfonic acid (0,82 g) . After stirring 
at room temperature overnight, the mixture was poured 
5 into 3 volximes of ethyl acetate, and the organic layer 
washed with water and brine and dried over MgS04. 
After solvent removal, the white solids (a mixture of 
product and starting material) were purified by flash 
chromatography on silica gel using 30% ethyl 
10 acetate/70% hexane to provide 4- f 4- {4-f luorophenyl) -2- 
( (3 , 5-dichlorophenoxy ) methyl) -5- 

thiazolyl]benzenesulfonamide as a white solid (0.147 
g): Anal. Calc'd for C22Hi5N203S2FCl2: C, 51.87; H, 
2.97; N, 5.50. Found: C, 52.19; H, 2.84; N, 5.40 . 

15 

Example 35 




20 2- (2-Chlorophenyl) -4- {2-f luorophenyl) -5- (4- 

methyl8ulf onylphenyl) thiazole 

Step 1; Prppararion of 2- f2-fiuorQnhpnvn f 

methvlthionhPnvl^nrnn^nri-in an-ir|> 

25 Acetic anhydride (60 mL) , 4- 

(methylthio)benzaldehyde (7.05 g, 44 mmol), 2- 
fluorophenylacetic acid (7.79 g, 50.5 mmol), and 
triethylamine (5.50 g, 54.5 mmol) were heated to 
reflux for 1.75 hours. The reaction was cooled to 

30 90**C, and water (100 mL) was added cautiously. This 
caused the solution to reflux vigorously and the 
temperature to rise to 135*^0 . A yellow precipitate 
formed and after cooling to room temperature the solid 
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was collected by filtration, washed with water, and 
recrystallized from toluene to provide 2-(2- 
f luorophenyl) -3- (4-raethylthiophenyl)propenoic acid as 
yellow needles (7.98 g, 63%): mp 151.5-156.0*0. 1h 
5 NMR (CDCI3) 300 MHz 8.01 (s, IH) , 7.41-7,00 (m, 8H) , 
2,43 (s, 3H). 19f NMR (CDCI3) -113.40 (m) . Mass 
spectrum M+H+=289. 

Stm 2: Preparation of 1- (2-f luorophf^n yl) -2- (4- 

10 methyl thiophenvl ) ethanone ; 

A solution of 2- (2- f luorophenyl) -.3- ( 4- 
methylthiophenyDpropenoic acid from Step 1 (7.86 g, 
27.3 mmol) and triethylamine (2,80 g, 27.7 mmol) in 22 
mL of anhydrous toluene was cooled to 0®C and treated 

15 with diphenylphosphoryl azide (7.73 g, 28.1 mmol). 

The solution was stirred at 0*C for 20 minutes cuid at 
room temperature for 3 . 50 hours . The reaction was 
poured into water, extracted with ether, dried over 
magnesiiim sulfate, and concentrated In vacuo to remove 

20 the ether. The remaining toluene solution was heated 
to reflux and a vigorous evolution of gas occurred. 
After 0.75 hours, 11 mL of tert-butyl alcohol was 
added to the reaction. After an additional twenty 
minutes, concentrated hydrochloric acid (5 mL) wais 

25 added slowly and the reaction was heated at 90 °C 

overnight (14 hours). The solution was cooled to room 
temperature and diluted with ethyl acetate, washed 
with saturated aqueous NaHC03, brine, dried over 
anhydrous MgS04 , filtered and concentrated in vacuo to 

30 provide a brown solid that was purified by 
crystallization from ether to afford l-(2- 
f luorophenyl ) -2 - ( 4 -methyl thiophenyl ) ethanone as a 
yellow solid (4.60 g, 65%): mp 58-59. 5^C. 1h NMR 
(CDCI3) 300 MHZ 7.84 (m, IH), 7.52 (m, IH) , 7.23-7.08 

35 (m, 6H), 4.25 (d, J=2.6Hz, 2H) , 2.46 (s, 3H) . 19 F NMR 
(CDCI3) -108.51 (m) . Mass spectrum M+H+t=2 61, 
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Step 3; Preparation of 1 - f2-f luornnhf^nvn -2- f 4- 
methvlthiophenvl)-:>-hrnTno-ethannnA> 

1- (2-Fluorophenyl) -2- {4-methylthiophenyl) ethanone 
from Step 2 (4.36 g, 16.7 ininol) was added to acetic 
5 acid (30 mL) and 33% HBr in acetic acid (0.5 mL) . The 
solution was stirred and treated with bromine (17 itiL, 
16.8 mmol, 1.0 M in acetic acid) from the addition 
funnel at such a rate that the bromine color was 
discharged rapidly, 15 min. After an additional 

10 50 minutes at room temperature, the solution was 

concentrated in vacuo to give a brown oil. The crude 
haloketone was dissolved in dichloromethane and washed 
with IN NaHS03, dried over anhydrous MgS04, filtered 
and concentrated in vacuo to give 1- (2-f luorophenyl) - 

15 2- (4-methylthiophenyl) -2-bromo-ethanone as an oil that 
solidified upon standing (4.83 g, 85%): mp 58-63**C. 
iH NMR (CDCI3) 300 MHz 7.87 (td, J=7.6, I.8H2, IH) , 
7.52 (m, IH), 7.39 (d, J=8.3Hz, 2H) , 7.27-7.03 (m, 
4H), 6.34 (s, IH), 2.45 (s, 3H) . 19f NMR (CDCI3) 

20 -108.51 (m) . Mass spectrum M+=33 8. 

Step 4; Preparation of f2-rhlnrnn>ignvn -4- 
fluorophenvl ) -S- ( 4-methvl thiophenvi ) th^ ^rrr^i ^ ; 
A solution of l-(2-fluorophenyl)-2-(4- 

25 methylthiophenyl) -2-bromo-ethanone from Step 3 (1.39 
g, 4.1 mmol) and 2-chlorothioben2amide (0.71 g, 4.1 
mmol) in 10 mL of ethanol was heated to reflux for 4.4 
hours. The solution was cooled to room temperature 
and poured into 25 mL of methanol, and chilled with an 

30 ice bath whereupon crystals of pure product formed 
which were isolated by filtration and air dried to 
afford the thiazole (1.34 g, 79%): mp 117-119°C. 1h 
NMR (CDCI3) 300 MHz 8.37 (m, IH) , 7.62 (m, 2H) , 7.49 
(d, J=7.7H2,1H), 7.32 (m, 7H) , 7.22 (d, J=8.5H2, 2H) , 

35 2.51 (s, 3H) . Mass spectrum M++H =412. 
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^^.^pronhenvl) - 5- f 4 -meths^ulfomOlc^he^^ 

A solution of 2-(2-chlorophenyl) -4-(2- 
f luorophenyl) -5- (4-methylthiophenyl) thiazole (1 ,12 g, 
5 2.72 mmol) in 20 mL of dichloromethane was treated 

with sa-chloroperoxybenzoic acid (1.91 g, 5.53 mmol) at 
0**C for 20 minutes. The solution was washed with 10% 
aqueous NaHSOs, 10% Na2C03, dried over anhydrous 
MgS04, filtered and concentrated in vacuo to give a 

10 yellow solid that was purified by recrystallization 
from a mixture of dichloromethane and isooctane to 
provide 660 mg (55%) of pure product: mp 163-166°C. 
1h NMR (CDCI3) 300 MHz 8.37 (m, IH) , 7.86 (d, 
J=8,5Hz, 2H), 7.63 (td, J=7.7, 1.8Hz, 2 H) , 7,53 (d, 

15 J=8.5Hz, 2H), 7.53 (m, IH) , 7.38 (m, 3H) , 7.26 (t, 
J=7.4Hz, IH), 7.05 (t, J=:9.6Hz, IH) , 3.06 (s, 3H) . 
19f NMR (CDCI3) -113.33 (m) . High resolution mass 
spectrum Calc'd. for C22H15CIFNO2S2: 443.0217. 
Found: 443.0176. 



20 




25 2 - ( 3-CbIo?09h®Q02S2f ) @Qt£K^l-6- ( S-f luos:op£i<3S&2fl) - 5- 

5i;e):^-JljL_^epar^^ 2 - ( ( 3 - chlorophenoxvAjmie thvl ) - 4 - 
f 2 - f luor Qp^envl ) - 5 > ( 4 -jtnethvllOjiiQphen^^ 
30 A solution of 1- (2-f luorophenyl) -2- (4- 

methylthiophenyl ) "2-bromo ethanone, 1 1 . 64 g, 4.8 mmol ) 
(Example 34, Step 3) and 3-chlorophenoxy thioacetamide 
(0.98 g, 4.8 mmol) in 25 mL of acetonitrile was heated 
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to reflux for 14 hours. The solution was diluted with 
methanol, cooled to O^'C in an ice bath and a 
precipitate formed that was removed by filtration to 
provide pure 2- { {3-chlorophenoxy)methyl) -4- (2- 
5 fluorophenyl) -5- (4-methylthiophenyl) thiazole (0.69 g; 
32%) . The filtrate was concentrated in vacuo, and the 
residue dissolved in ethyl acetate, washed with water, 
brine, dried over anhydrous MgS04, filtered and 
concentrated in vacuo to provide additional product 

10 that was crystallized from a mixture of 

dichlorome thane and isooctane to provide 200 mg of 
additional material for a total yield of 890 mg (42%) : 
mp 115-118**C: 1h NMR (CDCI3) 300 MHz 7.52-6.90 (m, 
12H), 5.38 (s, 2H), 2.46 (s, 3H) . 19f NMR (CDCI3) 

15 -113.61 (m) . High resolution mass spectrum Calc'd. 

for C23H17C1FNOS2 (M+) : 441.0424. Found: 441,0467. 

Step 2i Prppflration of 2- f (3-ghiQrfiphenf^wiTnAh>^Yl ) 

(2-flUQrOPhPnvl)-5-f4-methvlg5u]fonvlnhf>nYl )hhiaT7n1^> 

20 A dichlorome thane (5 mL) solution of 2-((3- 

chlorophenoxy) methyl) -4- (2-f luorophenyl) -5- (4- 
methylthiophenyl) thiazole from Step 1 (0.85 g, 1.9 
mmol) was treated with m-chloroperoxybenzoic acid 
(1.33 g, 3.9 mmol) and stirred at room temperature for 

25 15 hours. The solution was washed with 10% aq. 
NaHS03, 10% Na2C03, dried over anhydrous MgS04, 
filtered and concentrated in vacuo to give a white 
solid that was recrystallized from a mixture of 
dichloromethane and isooctane to afford 0.71 g (78%) 

30 of pure 4- (2-f luorophenyl) -5- (4-methylsulfonylphenyl) - 
2- ( (3-chlorophenox/) methyl) thiazole as a white solid: 
mp 151.5-153*'C. iR NMR (CDCI3) 300 MHz 7.84 (d, 
J=8.3Hz, 2H), 7.50 (m, IH) , 7.46 (d, J=8.3Hz, 2H) , 
7.39 (m, IH), 7.24 (m, 2H) , 7.06 (m, 3H) , 6.92 (m, 

35 IH), 5.41 (s, 2H), 3.06 (s, 3H) . 19f NMR (CDCI3) 
-113.64 (m) . High resolution mass spectrum Calc'd. 
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for C23H17CIFNO3S2 (MH+): 473,0322. Found: 
473. 0346, 

Example 37 




2- ( ( 3 -Chlorophenoxy) methyl) -4- (4-£luorophenyl) - 
5- ( 4-methyl8ulf onylphenyl ) thlazole 

10 

gf.^rt 1; Preparation of 2- ( (3*chlorophenoxv)methvl) ^4- 
f 4-f luoropher^yl) -5- (4-mf>f.hvlthiQnhenvl)t:hiazole! 

A solution of 1- (4-fluorophenyl) -2- (4- 
methylthiophenyl)-2-bromo-ethanone (1.98 g, 5.84 mmol) 

15 (Example 1, Step 3) and 3 -chlorophenoxy thioacetamide 
(1.18 g, 5.85 mmol) in 15 mL of acetonitrile and 10 mL 
of ethanol was heated to reflux for 16 hours. The 
solution was diluted with methanol, cooled to 0**C in 
an ice bath and a precipitate formed that was removed 

20 by filtration. The solid was air dried and 

recrystallized from methanol to provide (1.67 g; 
65%), of pure 2- ( (3 -chlorophenoxy) methyl) -4- ( 4- 
fluorophenyl)"5- {4-methylthiophenyl)thia2ole: mp 106- 
llO^C, 1h NMR (CDCI3) 300 MHz 7.50 (m, 2H) , 7.30-7.15 

25 (m, 5H), 7.09-6.87 (m, 5H) , 5.38 (s, 2H) , 2.50 (s, 

3H) . 19f NMR (Cr)Cl3) -113.58 (m) . Mass spectrum M+= 
441, 

Stpp 2: Preparation of 2- ( (3-chlorQPhenoxv)met:hvl) -4- 
30 ( 4 - f luorophenvl ) -5 - (4 -methvl sul f ony Iphenyl ) thia znle ; 

A dichlorome thane (10 mL) solution of 2-((3- 
chlorophenoxy ) methyl ) - 4 - ( 4 - f luoropheny 1 ) - 5 - ( 4 - 
methy Ithiophenyl ) thiazole (0.65 g, 1.47 mmol) was 
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treated with a-chloroperoxybenzoic acid (1,03 g, 2,98 
ininol) and stirred at room temperature for 1.2 hours. 
The solution was washed with 10% aq. NaHS03, 10% 
Na2C03, dried over anhydrous MgS04, filtered and 
5 concentrated in vacuo to give a white solid that was 
recrystallized from dichlorome thane to afford 0.50 g 
(72%) of pure 2- ( (3-chlorophenoxy)methyl) -4- (4- 
f luorophenyl) -5- (4-methylsulfonylphenyl) thiazole as a 
white solid: rap 128.5-131'*C 1h NMR (CDCI3) 300 MHz 
10 7.89 (d, J=8.1 Hz, 2H) , 7.52 (d, J=8.lHz, 2H) , 7.46 

(m, IH), 7.25 (t, J=8.5H2, IH) , 7.03 (m, 3H) , 6.95 (m, 
IH), 5.39 (s, 2H), 3.08 (s, 3H) . 19f NMR (CDCI3) 
-112.43 (m) . Mass spectrum M+H+= 474. 




2- ( {2-C£iloropSi<aaoss2f )aQthyl) luoropheayl) - 

20 5- ( 6 -aethylsulf oaylpSKsayl ) t£iiasol@ 

Htep 1: Preparation of 2> ( (2-ghlorQ nhenQxv)methvl) -4- 
■L4r.f luorophenvl) -5- (4-methvlthiop henvl) thiazole: 
A solution of 1- (4-fluorophenyl)-2" (4- 

25 methylthiophenyl) -2-bromo-ethanone {2.05 g, 6.04 mmol) 
(Example 1, Step 3) and 2-chlorophenoxy thioacetamide 
(1.21 g, 6.0 mmol) in 30 mL of acetonitrile was heated 
to reflux for 3 hours. The solution was diluted with 
methanol, cooled to 0**C in an ice bath and a 

30 precipitate formed that was removed by filtration. 
The crude solid was further purified by flash 
chromatography over silica gel and the appropriate 
fractions were combined, concentrated in vacuo and 
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crystallized from methanol to provide 2.60 g (98%) of 
pure 4 - 2 - (( 2 - chlorophenoxy ) methyl ) - 4 - ( 4 - f luoropheny 1 ) - 
5- (4-methylthiophenyl) thiazole: mp 126-129**C, 1h NMR 

(CDCI3) 300 MHz 7.55-7,39 (m, 4H) , 7.28-6.90 (m, 8H) , 
5 5.44 (s, 2H), 2.49 (s, 3H) . 19f NMR {CDCI3) -114.00 

(m) . Mass spectrum M+H+= 442. 

step 2: Preparation of 2- ( f 2-chlorQnhg>nnyv>inethvl) -4- 
(4-fluorophenvl) -5*(4-methvlsulfonvlphenvl)thia2Qlf^; 

10 A dichloromethane (50 mL) solution of 2-((2- 

chlorophenoxy)methyl) -4- (4-f luorophenyl) -5- (4- 
methylthiophenyl) thiazole from Step 1 (2.65 g, 6.0 
mmol) was treated with jD-chloroperoxybenzoic acid 
(4.19 g, 12.1 mmol) and stirred at room temperature 

15 for 3 hours. The solution was washed with 10% aq. 
NaHS03, 10% Na2C03, dried over anhydrous MgS04, 
filtered and concentrated in vacuo to give a white 
solid that was purified by flash chromatography 
(silica gel) eluting with hexane/ethyl acetate to 

20 afford 2.08 g (73%) of pure 2-((2- 

chlorophenoxy) methyl) -4- (4 -f luoropheny 1) -5- (4- 
methylsulf onylphenyl) thiazole as a white solid, after 
concentration of the appropriate fractions: mp 189- 
191^0 1h NMR (CDCI3) 300 MHz 7.89 (d, J=8.5 Hz, 2H) , 

25 7.53 (d, J=8.5Hz, 2H) , 7.50-7.47 (m, 3H) , 7.23 (m, 
IH), 7.10-6.95 (m, 4H) , 5.47 (s, 2H) , 3.08 (s, 3H) . 
19f NMR (CDCI3) -112.75 (m) . High resolution mass 
spectrum Calc'd. for C23H17CIFNO3S2 : 473.0322. 
Found: 473.0374. 

30 

Example 39 
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4- (4-Pluorophenyl) -5- [4- 
( methyl Bulfonyl ) phenyl ] -2 - { 2 -methyl -4 - 
thiazolyl) thlazole 

5 

Step 1; Prppfirarion of 4- f4-fiuorQnhA nvi) u> 
methvlr.hi ophpnvl ) -2- f 2- (merhvl) -4-r.hia7.nivi i thi ^^n^^. 

A solution of l-(4-fluorophenyl)-2-(4- 
inethylthiophenyl)-2-broraoethanone (9.69 g, 28.6 nunol) 

10 (Example 1, Step 3) and 2-methylthiazole"4- 

thiocarboxamide (3.90 g, 24.7 ntmol) in 35 mL of 
acetonitrile and 20 mL of ethanol was heated to reflux 
for 1 hour. The solution was concentrated in vacuo 
and the residue was dissolved in ethyl acetate, washed 

15 with saturated aqueous NaHC03, brine, dried over 

anhydrous MgS04, filtered and concentrated in vacuo to 
give a yellow solid. The crude solid was purified by 
flash chromatography over silica gel eluting with 1:1 
hexane: ethyl acetate. The appropriate fractions were 

20 combined and the solvent removed in vacuo to provide 
pure 4- {4-f luorophenyl) -5- (4-methylthiophenyl) -2- [2- 
(methyl)-4-thia2olyl]thia2ole (4.79 g; 49%): mp 
132.5-135*^0. iH NMR (CDCI3) 300 MHz 7.89 (s, IH) , 
7.55 (m, 2H), 7.25 (d, J=8.5H2, 2H) , 7.17 (d, J=8.5Hz, 

25 2H), 7.01 (t, J=8.8H2, 2H) , 2.78 (s, 3H) , 2.49 (s, 
3H). 19f NMR (CDCI3) -113.80 (m) . Mass spectrum 
M+H+= 399. 

Step 2; Prppararion of 4-f4-fiuQrQnhPn vi>-5-f4- 
30 methyl m^ f onvlDhenvi ) -2- \7- fm^ thvi \ -4- 

A dichlorome thane (15 mL) solution of 4-(4- 
f luorophenyl) -5- (4-methylthiophenyl) -2- (2- (methyl) -4- 
thiazolyllthiazole from Step 1 (0.71 g, 1.78 mmol) was 
35 treated with m-chloroperoxybenzoic acid (1.25 g, 3.62 
mmol) and stirred at room temperature for 2 hours. 
The solution was washed with 10% aq. NaHS03, 10% 
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Na2C03, dried over anhydrous MgS04, filtered and 
concentrated in vacuo to give a white solid that was 
purified by crystallization from a mixture of 
dichloromethane and isooctane to afford pure 4- (4^ 
5 f luorophenyl) -5- (4-methylsulfonylphenyl) -2- [2- 

(methyl)thiazol-4"yl]thiazole (0.37 g, 48%) as a white 
solid: mp 184-185. 5^C. 1h NMR (CDCI3) 300 MHz 7.93 
(s, IH), 7.88 (d, J=8.5Hz, 2H) , 7.54 (d, J=8.5Hz, 2H) , 
7.53 (m, 2H), 7.04 (t, J=8.8Hz, 2H) , 3.08 (s, 3H) , 
10 2,79 (s, 3H). 19f NMR (CDCI3) -112.61 (m) . Mass 
spectrum M+= 430. 



Example 40 




4- (4-Bromophenyl) -2- ( 2*chlorophenyl) -5 - [4- 
(methylBulf onyl) phenyl] thiazole 

5teo 1: Prgparatiion of 2- (4-brQmoohenvl) 3- (4- 
methvltihionhenvDnropenoic acid: 

A mixture of acetic anhydride (100 mL) , 4- 
(methylthio)benzaldehyde {12.61 g, 82.8 mmol) , 4- 
bromophenylacetic acid (17.79 g, 82.7 mmol), and 
triethylamine (8.48 g, 83.8 mmol) was heated to reflux 
for 4.25 hours. The reaction was cooled to 90°C, and 
water (100 mL) was added. A yellow solid separated 
from the solution and was isolated by filtration and 
air dried and recrystallized from a mixture of ethyl 
acetate and isooctane to afford the acid (12.83 g, 
44%): mp 187-190*'c. 1h NMR (acetone d^) 300 MHz 7.83 
(s, IH) , 7.57 (d, J=8.5Hz, IH) , 7.20 (d, J=8.5Hz, 2H) , 



20 



25 



30 
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7,10 (d, J=8.1H2, 2H), 7.08 (d, J=8.1H2, IH) , 2.46 (s, 
3H) . Mass spectrum M++H=350. 

Step 2: Preparation of l- M-hromonhPnyl ^ (4- 
methvlthiophenvl ) pMipiTlonft; 

A solution of 3"(4"methylthiophenyl)-2- (4- 
bromophenyl)propenoic acid from Step 1 {12.66 g, 36 
nunol) and triethylamine (4.27 g, 42 mmol) was 
dissolved in 60 mL of anhydrous toluene, cooled to 0**C 
and treated with diphenylphosphoryl azide (10.04 g, 36 
mmol ) , The solution was maintained at 0**C for 0.5 
hour and warmed to room temperature for 3.33 hours. 
The reaction was poured into water, extracted with 
ether, dried over magnesium sulfate, and concentrated 
in vacuo to remove the ether. The remaining toluene 
solution was heated to 100 '^c for 1 hour. tert-Butyl 
alcohol (6.5 mL) was added to the reaction mixture. 
After an additional ten minutes, concentrated 
hydrochloric acid (4 mL) was cautiously added and the 
reaction maintained at SO'^C for 72 hours. After 
cooling with an ice bath, a solid separated and was 
isolated by filtration, washed with water, and air 
dried to afford pure white ketone (8.41 g, 72%): mp 
158.5-163*'C. 1h NMR (acetone d6) 300 MHz 8.00 (d, 
J=8.3H2, 2H), 7.71 (d, J=8.3Hz, 2H) , 7.24 (s, 4H) , 
4.35 (s, 2H) , 2.47 (s, 3H) . Mass spectrum M++H= 321 
and 323. 



methvlthi QPhenvl ) ftthanon^ ■ 

A solution of l-(4"bromophenyl)-2-(4- 
methylthiophenyl ) ethanone from step 2 (8.40 g, 26 
mmol) in acetic acid (135 mL) and 33% HBr in acetic 
acid (1.5 mL) was treated with a 0.99 M solution of 
bromine in acetic acid (27 mL, 26.6 mmol) and stirred 
at room temperature for ten minutes. The solution wa 
concentrat d in vacuo and the residue taken up in 
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dichloromethane, washed with IN NaHS03, 10% Na2C03, 
dried over anhydrous MgS04, filtered and concentrated 
in vacuo to give a gray solid which was recrystallized 
from a mixture of dichlorome thane and isooctane to 
5 provide the bromoketone (8.50 g, 81%): mp 107-111**C. 
iH NMR (CDCI3) 300 MHz 7.83 (d, J=8.7Hz, 2H) , 7.58 (d, 
J:=8.7Hz, 2H), 7.41 (d, J=8.3Hz, 2K) , 7.22 (d, J:=8.3Hz, 
2H) , 6.27 (s, IH) , 2,47 (s, 3H) . Mass spectrum 
M++H=399, 401 and 403. 

10 

gfP^rt 4; Prenaratiion of 4- (4-bromophenvl ) -2- (2- 
rhlnrophenvl^ f 4-methvlthiQPhenvll thiazole ! 

A solution of 2-bromo-l- (4-bromophenyl) -2- (4- 
methylthiophenyDethanone from Step 3 (1.18 g, 2.9 

15 mmol) and 4-chlorothiobenzamide (520 mg, 3.0 mmol) in 
40 mL of acetonitrile was heated to reflux for 1.75 
hours. The solution was cooled to room temperature, 
poured into 100 mL of methanol and chilled with an ice 
bath, whereupon white crystals of pure product formed 

20 which were isolated by filtration and air dried. The 
product was further purified by flash chromatography 
over silica gel eluting with 8% ether in hexane to 
afford pure thiazole (1.10 g, 79%) which was used 
directly in the next step: mp 133-135**C, 1h NMR 

25 (CDCI3) 300 MHz 8.35 (m, IH) , 7.52-7.21 (m, IIH) , 
2.51 (s, 3H) . Mass spectrum M++H=474. 

g^pn Prepai-a^inn of 4- U-bromophenvll -2- ( 
rhlnrophenvll -S- (4-methvlsulfonvlphenvl) thiazole; 

30 A solution of 4- (4-bromopheivl) -2- (2- 

chlorophenyl ) -5- ( 4-methylthiophenyl ) thiazole from Step 
4 (1.06 g, 2.2 mmol) in 15 mL of dichlorome theuie was 
treated with m-chloroperoj^benzoic acid (1.60 g, 4.6 
mmol) at room temperature for 0.08 hour. The solution 

35 was diluted with additional dichloromethane, washed 
with 10% aq. NaHS03, 10% Na2C03, dried over anhydrous 
MgS04, filtered and concentrated in vacuo to give a 
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white solid that was purified by recrystallization 
from a mixture of dichloromethane and isooctane to 
give the product {850 mg, 75%): mp 168-184**C. 1h NMR 
{CDCI3) 300MHz 8.38 (m, IH) , 7.92 (d, J=8.5Hz, 2H) , 
5 7.60 (d, J=8.5H2, 2H) , 7.54-7.38 (m, 7H) , 3.10 (s, 
3H) . High resolution mass spectrum Calc'd. for 
C22Hl5BrClN02S : 502 . 9416 . Found : 502 . 9436 . 

Example 41 

10 



4- (4-Fluoroph6&yI) -2- [ (4- 
methoxyphenoxy ) methyl ] - 5 - [ 4 - 
^5 (methyXsulfonyDphenyl] thiazole 

Step 1: Prmaration nf 4- U-f Itior onhpnyn f 4- 

methvlthinnhenvl)-:2-M4- 

methoxvTphenoxvl Inp^hvl ) thi A^nl a . 

20 A solution of 1- (4-f luorophenyl) -2- (4- 

methylthiophenyl) -2-bromo-ethanone, (Example 1, step 
3) (2.30 g, 6.8 mmol) and 4 -methoxyphenoxy 
thioacetamide (1.35 g, 6.8 mmol) in 20 mL of 
acetonitrile was heated to reflvix for 1.1 hours. The 

25 solution was concentrated in vacuo and the residue 
dissolved in ethyl acetate. The ethyl acetate 
solution was washed with saturated aqueous NaHC03. 
brine, dried over anhydrous MgS04, filtered and 
concentrated in vacuo to afford -a solid that was 

30 recrystallized from a mixture of ethyl acetate and 
isooctane to provide pure 4- (4-f luorophenyl) -5- (4- 
methyl thiophenyl ) -2 - ( { 4 -methoxyphenoxy ) methyl ) thiazole 
(1.60 g; 54%): mp 89-92**C, 1h NMR (CDCI3) 300 MHz 
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7.47 (dd. J= 3.2, 8.7Hz, 2H) , 7.23 (d, J= 8.5H2, 2H) , 
7.17 (d, J=8.5H2, 2H), 6.98 (m, 4H) , 6.86 (d, J=9.lHz, 
2H). 5.33 (s, 2H), 3.78 (s. 3H) . 2.49 (s. 3H) . l^F 
NMR (CDCI3) -114.07 (m) . Mass spectr\im M+H+= 438. 

5 

fff.f, ^ p>. Preparati on of 4- (4-f moroPheCTVl) -5- (4- 

A dichloromethane (20 mL) solution of 4-(4- 

10 f luorophenyl) -5- (4-methylthiophenyl) -2- ( (4- 

methoxyphenojQ' ) methyl )thiazole from Step 1 (1.45 g, 
3.3 mmol) was treated with m-chloroperoxybenzoic acid 
(2.32 g, 6.7 mmol) and stirred at room temperature for 
0.42 hour. The solution was washed with 10% aqueous 

15 NaHS03, 10% Na2C03, dried over anhydrous MgS04, 

filtered and concentrated in vacuo to give a tan solid 
that was recrystallized from a mixture of 
dichloromethane and isooctane to afford 0.93 g (60%) 
of pure 4 - ( 4 - f luorophenyl ) - 5 - ( 4 -methylsul f ony Ipheny 1 ) - 

20 2-( (4-methoxyphenoxy)methyl)thiazole as a light tan 
solid: mp 160-164''C. 1h NMR (CDCI3) 300 MHz 7.88 
(d, J= 8.3Hz, 2H), 7.71 (d, J= 8.3Hz, 2H) , 7.45 (dd, 
J=5.4, 8.7Hz, 2H), 7.03 (d, J=8.7Hz, 5H) , 6.98 (d, 
J=9.1Hz, 2H), 8.68 (d, J=9.1Hz, 2H) , 5.35 (s, 2H) , 

25 3.77 (s. 3H), 3.08 (s, 3H) . 19p NMR (CDCI3) 112.80 
(m) . High resolution mass spectrum Calc'd. for 
C24H20FNO4S2: 469.0818. Fotand: 469.0854. 

30 
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2'-Bthyl-4-(4-£luorophenyl) - 5- (4- 
methylsulfonylphenyl) thlazole 

Step 1: Preparation of 2*etihvl>4- M-f Itm rophf^nvn -S- 
5 ( 4-inethvlthiQPhenvl ) thiagol p ; 

To a solution of 2-bromo-l" (4-fluorophenyl) -2- (4- 
methylthiophenyl) ethanone (Example 1, Step 3) (0,250 
g, 0.737 nunol) in ethanol (9 mL) was added 
thiopropionamide (0.066 g, 0.737 mmol) and the mixture 

10 was heated to reflux overnight. The reaction was 

cooled to room temperature, diluted with ethyl acetate 
(50 mL), washed with NaHC03 (10% solution), brine, 
dried over Na2S04r filtered and concentrated in vacuo. 
The crude thiazole was recrystallized from methylene 

15 chloride and isooctane yielding 2-ethyl-4- (4- 

fluorophenyl) "5- ( 4 -methylthiophenyl) thiazole (0.14 g, 
57 %) as pale yellow crystals: mp 73-74**C; NMR 
(CDCI3) 300 MHz 7.55 (m, 2H) , 7.26 (d, J = 7.85, 2H) , 
7.21 (d, J = 7.85, 2H), 7.03 (t, J = 7.85, 2 H) , 3.12 
20 (q, J = 7.50 Hz, 2H) , 2.54 (s, 3H) , 1.47 (t, J = 7,50 
Hz, 3 H); MS (FAB) m/z 330.08 {MH+) , HRMS (EI) A = 
-4.2 mmu. 

Step 2; Preparation of 2-ethvl-4> f 4-f luni-nr^honYi ) -'^^ 
25 ( 4-methvl sulf onvlnhenvl ) thi a^nl o ^ 

To a solution of 2-ethyl-4- {4-f luorophenyl) -5- (4- 
methylthiophenyl) thiazole from step 1 (0.105 g, 0.32 
mmol) in methylene chloride (5 mL) was added at room 
temperature MCPBA (0.21 g of 67% peroxide content 

30 MCPBA, 0.80 mmol) and the reaction was warmed to room 
temperature and stand for 2 hours. The crude reaction 
mixture was diluted with methylene chloride (50 mL) 
and the resulting solution was washed with NaHS03 
solution (0.1 M), NaHCOa saturated solution, and 

35 brine, dried over Na2S04, filtered and concentrated in 
vacuo yielding a solid. This solid was purified by 
flash chromatography ( hexane : ethyl acetate 1:1 with 2% 
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acetic acid) yielding 4- (4-f luorophenyl) -5- (4- 
methylsulfonylphenyl) -2-ethylthiazole (O.OSOg, 69%) as 
a white foam: mp ISe-lST^'C; NMR (CDCI3 ) 300 MHz 
7.86 (d, J = 8^48 Hz, 2H) , 7,45 {m, 4 H) , 7.00 (t, 
5 8.48 Hz, 2H), 3.13-3.05 (m, 5H) , 1.44 (t, J = 7.37 Hz, 
3H); MS (FAB) m/z 362.07 {MH+), HRMS (MH+) A = -2.6 
mmu. 

Example 43 

10 




4- (4-Fluoroplienyl) -5 - ( 4 -methylsulf onylphenyl) - 
2 - (3 -phenylpropyl ) thlazole 

15 

Step 1: Preparation of 4 -phenyl thiobutvramide! 

To a solution of 4-phenylbutyramide (0.373 g, 
2.28 mmol) in toluene (15 mL) was added Lawesson's 
reagent (0.461 g, 1.14 mmol). The reaction was heated 

20 at reflxix overnight, cooled to room temperature and 
concentrated yielding an orange oil. Flash 
chromatography of this oil (1:1 hexane: methylene 
chloride with 1% acetic acid) yielded 4- 
phenylthiobutyramide (0.184 g) as a white solid: ^H 

25 NMR (DMSO de ) 400 MHz 9.33 (s, 1 H) , 9.13 ( S, 1 H) , 
7.29-7.23 (m, 2 H) , 7.20-7.15 (m, 3 H) , 2.56 (t, J = 
7.58 Hz, 2 H) , 2.50-2.42 (m, 2 H) , 2,00-1.85 (m, 2 H) . 

Step 2: Preparation of 4- (4-f luorophenvl) -5- (4- 
30 methvlthiophenvl ) -2- ( 3 -phenvlpropvl ) thiazole = 

To a solution of 2-bromo-l- (4-f luorophenyl) -2- (4- 
methylthiophenyl)ethanone (Example 1, step 3) (0.100 
g, 0,295 mmol) in ethanol (3 raL) was added 4- 
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phenylthiobutyramide from step 1 {0.055 g, 0.310 ramol) 
and the mixture was heated to reflux overnight. The 
reaction was cooled to room temperature, diluted with 
ethyl acetate (50 mL) , washed with Na2C03 (10% 
5 solution) , brine, dried over Na2S04, filtered and 

concentrated in vacuo. The crude thiazole was purified 
by flash chromatography (9:1, hexane: ethyl acetate) 
yielding 4- {4-f luorophenyl) -5- (4-methylthiophenyl) -2- 
( 3 -phenylpropyl) thiazole (0.118 g, 95%) as crystalline 
10 solid: mp 62-63°C; NMR (CDCI3) 300 MHz 7.49 (d of d, 
J = 5.52 and 8.85, 2H) , 7.33 - 7.14 (m, 9H) , 6.98 (t, 
J = 8.85, 2H), 3.05 (t, J = 7,74, 2 H) , 2.82 (t, J = 
7.74 H2, 2H), 2.49 (s, 3H) , 2.18 (m, 2 H) ; MS (FAB) 
m/2 420 (MH+) , 

15 

Step 3: Prenaration of 4- f 4-f InoT- ophenvn -S- 

methylfiulfonv1nhenvl)-2-(l-Dhenvinrf>y^ i^tihiar.niA . 

To a solution of 4- (4-f luorophenyl) -5- (4- 
methylthiophenyl ) -2- (3 -pheiylpropyl ) thiazole from step 

20 2 (0.11 g, 0.26 mmol) in methylene chloride (3 mL) was 
added at room temperature MCPBA (0.20 g of 67% 
peroxide content MCPBA, 0.79 mmol) and the reaction 
was warmed to room temperature and let stand for 2 
days. The crude reaction mixture was diluted with 

25 methylene chloride (50 mL) and the resulting solution 
was washed with NaHSOs solution (0.1 M) , NaHCOa 
saturated solution, and brine, dried over Na2S04, 
filtered and concentrated in vacuo. This product was 
purified by flash chromatography (1:1 hexane: ethyl 

30 acetate with 2% acetic acid) yielding 4-(4- 

f luorophenyl) -5- (4-methylsulfonylphenyl) -2- (3- 
phenylpropyl) thiazole ( 0.040 g, 34 %) as an oily off- 
white foam: NMR (CDCI3) 300 MHz 7.87 (d, J = 8.31 
HZ/2H), 7.52 - 7,42 (m, 2 H), 7.38 (d, 8.68 Hz, 2H) , 

35 7.76 - 7.18 (m, 5 H) , 7.11 (t, J = 8.68 Hz, 2 H) , 3.15 
(t, J = 7.55 Hz, 2H), 3.05 (s, 3 H) , 2.83 (t, J = 7.55 
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Hz, 2 H), 2.19 (m 2 H) ; MS (EI) m/z 452.12 (MH+) , HRMS 
(MH+) A = -3.1 mmu. 

Example 44 




4- (4-Fluorophenyl} -5- (4-methyl8ulfonylphenyl} - 
2- (2-phenylethyl) thiazole 

10 

Step 1: Preparation of :^ -phenyl thioprnnjonamidg*; 

To a solution of 3-phenylpropionamide (1.653 g, 
6.827 mmol) in toluene (20 mL) was added Lawesson's 
reagent (0.716 g, 1.77 mmol). The reaction was heated 

15 at reflux overnight, cooled to room temperature and 
concentrated, yielding an orange oil. Flash 
chromatography of this oil (1:1 hexane: methylene 
chloride with 1% acetic acid) yielded 3- 
phenylthiopropionamide (0.070 g) as a white solid: mp 

20 82-83°C; NMR (DMSO de) 300 MHz 9.35 (br s, 1 H) , 
9.15 (br s, 1 H), 7.34-7.10 (m, 2 H) , 2.95 (t, J = 
8,48 Hz, 2 H), 2.72 (t, J = 8.48 Hz, 2 H) . 

Step 2; Preparation of 4- t4-f liimrophenvH -5- f 4- 
25 methvlthiophenvl) -2- (2-phenvlethvl) thiazole 

To a solution of 2-brorao-l- (4-f luorophenyl) -2- (4- 
methylthiophenyl) ethanone (Example 1, Step 3) (0.115 g, 
0.340 mmol) in ethanol (4 mL) was added 3- 
phenylthiopropionamide from Step 1 (0.059 g, 0,357 
30 mmol) and the mixture was heated to reflux overnight. 
The reaction was cooled to room temperature, diluted 
with ethyl acetate (50 mL) , washed with Na2C03 (10 % 
solution), brine, dried over Na2S04, filtered and 
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concentrated in vacuo yielding 4- (4-f luorophenyl) -5- 
( 4 -methy Ithiopheny 1 ) -2 - ( 2 -phenylethy 1 ) thiazole (0,090 
g, 65%) as oily crystals: mp ^l-^^^'Q; NMR (CDCI3) 
300 MHz 7.50 (d of d, J = 5.38 and 8,80, 2 H) , 7,35 - 
5 7.15 (m, 9H), 6.99 (t, J = 8.80, 2H) , 3.35 (t, J = 
8.80, 2 H), 3.19 (t, J = 8.56 Hz, 2H) , 2.49 (s, 3H) ; 
MS (EI) m/z 405,10 (MH+) , HRMS (M+) A = 0.0 mmu. 



Step _3,:_ Preparation of 4- (4-f luorophenv l) -5- (4- 

10 methvlsulfonvlphenvl) -2- (2"Pheirv-let hvliJ±dLa;gole 
To a solution of 4- (4-fluoropher^l) -5- (4- 
methylthiophenyl) -2- (2 -phenylethyl) thiazole from Step 
2 (0.080 g, 0.21 mmol) in methylene chloride (3 mL) 
was added at room temperature MCPBA (0.110 g of 67% 

15 peroxide content MCPBA, 0.42 mmol) and the reaction 
was warmed to room temperature and let stand for 2 
days. The crude reaction mixture was diluted with 
methylene chloride (50 roL) and the resulting solution 
was washed with NaHSOa solution (0.1 M) , NaHC03 

20 saturated solution, and brine, dried over Na2S04, 

filtered and concentrated in vacuo. This product was 
recrystallized from methylene chloride and isooctane 
yielding 4- (4-f luorophenyl) -5- (4- 
methylsulf onylphenyl) -2- ( 2 -phenylethyl) thiazole 

25 (O.lUg, 100%) as a fluffy white solid: mp 153-154^0; 
^H NMR {CDCI3) 400 MHz 7.86 (d, J = 8.30 Hz, 2H) , 7.48 
- 7.42 (m, 4 H), 7.37 - 7.22 (m, 5 H) , 7.02 (t, J = 
8.79 Hz, 2 H), ,5 H) , 3.39 (t, J = 6.84 Hz, 2H) , 3.19 
(t, J = 7.32, 2 H) , 3.08 (s, 3 H) ; MS (CI) m/z 438 

30 (MH+), HRMS (MH+) A = 2.4 mmu. 
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Example 45 




5 4 - (4-Pluoropheiiyl) -5 - (4-methyl8ulf onylphenyl ) - 

2 -phenyl thlazole 

To a solution of 2-broino-l- (4-f luorophenyl) -2- (4- 
Inethylsulf onylphenyl) ethanone (Example 26, Step 2) 

10 (0.466 1.26 mmol) in acetonitrile (10 mL) was added 
thiobenzamide (0.164 g, 1.20 mmol) and the solution 
was heated to reflux (19 hours) . The reaction was 
cooled to room temperature. The resulting suspension 
was concentrated in vacuo, suspended in methylene 

15 chloride (100 mL) and washed with NaHCOa saturated 
solution (3 X 10 mL) , dried over sodium sulfate t 
filtered and concentrated yielding 4- (4-f luorophenyl) - 
5- (4-methylsulfonylphenyl) -2-phenylthiazole (0.085 g, 
16%) as a fine white powder: mp 188"189'*C, NMR 

20 (CDCI3) 300 MHz 8.01 (m, 2H) , 7.90 (d, J = 8.48 Hz, 2 
H) , 7,62-7.55 (m, 4 H) , 7.55-7.44 (m, 3 H) , 7.04 (t, J 
= 8.85 Hz, 2 H) , 3.09 (s, 3H) ; MS ( EI -thermo spray) m/z 
410 (MH+). HRMS (EI) A = -2.0 nunu. 



25 
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4- (^-Fluorophenyl) -2-a-he3Eylamiao-5- C^- 
methylsulf oaylpheayl ) thiasole 

To a solution of 2-bromo-l- (4-f luorophenyl) -2- (4- 
5 methylsulfonylphenyDethanone {Example 26, Step 2) 
(0*503 g, 1.35 mmol) in ethanol (10 mL) was added N- 
hexylthiourea (0.239, 1.49 mmol). The solution was 
heated to reflux for 14 hours and was cooled to room 
temperature. The resulting suspension was concentrated 

10 in vacuo, suspended in methylene chloride (100 mL) and 
washed with NaHCOa saturated solution .(3 x 10 mL) , 
dried over sodium sulfate, filtered and concentrated 
yielding 4- {4-f luorophenyl) -2-n-hexylamino-5- (4- 
methylsulfonylphenyl) thiazole (0.420 g, 72%) as a 

15 white powder: mp 161-162''C, NMR (DMSO dg ) 400 MHz 
7.95 (t, J = 5.38 H2, 1 H), 7.77 (d, J = 8.79 Hz, 2 
H), 7.44-7.36 (ra, 4 H) , 7.15 (t, J = 9.28, 2 H) , 3.24 
( q , J = 5.86, 2H), 3.18 (s, 3 H) , 1.61-1.52 (m, 2 
H), 1.38-1.20 (m, 6 H) , 0.85 (t, J = 6.84 Hz, 3 H) ; MS 

20 (FAB) m/z 433 {MH+) . HRMS A = -0.9 mmu. 

Issasapl® 47 



25 




a-Sutylaaiao-'S- luosrop&oayl) -5- (6 
methyl ®ulfoa2rl2>h©ayl ) thiasol© 



To a solution of 2-bromo-l- (4-f luorophenyl) -2- (4- 
30 methylsulfonylphenyDethanone (Example 26, Step 2) 
(0.384 g, 1.03 mmol) in ethanol (15 mL) was added N- 
butylthiourea (0.144 g, 1,09 mmol). The solution was 
heated to reflux for 14 hours and cooled to room 
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temperature. The resulting suspension was concentrated 
in vacuo, suspended in methylene chloride (100 mL) and 
washed with NaHCOs saturated solution (3 x 10 mL) , 
dried over sodium sulfate, filtered and concentrated 
5 yielding 2-butylamino-4- (4-f luorophenyl) -5- (4- 

methylsulfonylphenyDthiazole (0-319 g, 77%) as an 
off-white fluffy solid: mp 134-135*'C, NMR (DMSO de) 
7.94 (t, J = 5.37 H2, 1 H) , 7.78 (d, J = 8.79, 2 H) , 
7.45-7.36 (m, 4 H) , 7.15 (t, J = 8.79 Hz, 2H) , 3.25 
10 (q, J = 5.37 Hz, 2 H) , 3.18 (s, 3 H) , 1.58-1.50 (m, 2 
H), 1.41-1.32 (m, 2H), 0.90 (t, J = 7.33 Hz, 3 H) ; MS 
(EI) m/z 404 (M+). HRMS A = 1.1 mmu. 



15 



20 



Example 48 




4- (4-Pluorophenyl) -5- ( 4-inethylBulf onylpbenyl) - 

2-methylamlnothiazole 



To a solution of 2-bromo-l- {4-f luorophenyl) -2- (4- 
methylsulfonylphenyDethanone (Example 26, Step 2) 
(0.355 g, 0.959 mmol) in ethanol (10 mL) was added N- 
methylthiourea (0.086 g, 0.959 mmol). The solution 

25 was heated to reflux for 14 hours and cooled to room 
temperature. The resulting suspension was concentrated 
in vacuo, suspended in ethyl acetate (100 mL) and 
washed with NaHCOs saturated solution (3 x 10 mL), 
dried over sodium sulfate and filtered. Isooctane was 

30 added to the filtrate until the solution became cloudy 
yielding a pale yellow fluffy solid which was 
collected by vacuum filtration. This solid was 
dissolved in methylene chloride and washed with sodium 
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carbonate solution (10% solution), dried over sodium 
sulfate, and concentrated yielding a solid. This solid 
was recrystallized from methylene chloride-isooctane 
yielding 4- {4-f luorophenyl) -2-methylamino-5- (4- 
5 methylsulfonylphenyl) thiazole (0.135 g, 39 %) as a 

pale yellow powder: rap 243-244®C; NMR 400 MHz 7.90 
(q, J = 4.76 Hz, 1 H) , 7,81 (d, J = 8.50 Hz, 2 H) , 
7.49-7.43 (m, 2 H) , 7.41 (t, J = 8.70 Hz, 2 H) , 7.19 
(t, J = 8.95 Hz, 2 H), 3.22 ( s, 3 H) , 2.90 (d, J = 
10 4.80 Hz, 3 H); MS (FAB) m/z 363 (M+H) . HRMS A = -0.2 
mmu. 



Example 49 



15 




4- {4-Pluorophenyl) -5- (4-ittethylBulf onylphenyl) - 
2- ( 4 -methoxyphenyl ) thiazole 

20 To a solution of 2-bromo-l- (4-f luorophenyl) -2- {4- 

methylsulfonylphenyl) ethanone (Example 26, Step 2) 
(0.500 g, 1.35 mmol) in isopropanol (10 mL) was added 
p-methoxythiobenzamide (0.230 g, 1.35 mmol). The 
solution was heated to reflux for 30 hours and cooled 

25 to room temperature. The resulting suspension was 

concentrated in vacuo, suspended in methylene chloride 
(100 mL) and washed with NaHCOa saturated solution (3 
X 10 mL), dried over sodium sulfate, filtered and 
concentrated yielding 4- (4-f luorophenyl) -5- (4- 

30 methylsulfonylphenyl) -2- ( 4 -methoxyphenyl) thiazole 

(0.360 g, 61%) as a crystalline solid: mp 187-189*'C, 
iH NMR (CDCI3) 300 MHz 7.99 (d, 8.82 Hz, 2 H) , 7,93 (d, 
J = 8.50 Hz, 2 H), 7.63-7.53 (m, 4 H) , 7.09 (t, J ^ 



wo 96/03392 PCTAJS95/09444 

160 

8,63 Hz, 2 H), 7.03 (d, J = 8.82 Hz, 2 H) , 3.92 ( s, 3 

H) , 3.13 (s, 3 H); MS m/z 440 (M+H) . HRMS A = 2.0 mmu. 

Example 50 

5 




2-Etliyla2alno-4- (4-f luorophenyl) - 5- ( 4- 
methyl sulfonylpheny I) -thiazole 

10 

To a solution of 2-bromo-l- {4-f luorophenyl) -2- (4- 
^lethylsulfonylphenyl) ethanone (Example 26, Step 2) 
(0.405 g, 1,09 mmol) in ethanol (10 mL) was added N- 
ethyl thiourea (0.114 g, 1.09 mmol) and the solution 

15 was heated to refliix for 14 hours. The reaction was 
cooled to room temperature and the resulting 
suspension was concentrated in vacuo, suspended in 
methylene chloride (100 mL) and washed with NaHC03 
saturated solution (3 x 10 mL) , sodium carbonate 

20 solution (10%, 3 x 20 mL) , dried over sodium sulfate, 
filtered and concentrated. The crude product was 
recrystallized from methylene chloride and isooctane 
yielding 2-ethylamino-4- (4-f luorophenyl) -5- (4- 
methylsulfonylphenyl) thiazole (0.218 g, 53%) as a 

25 white powdery crystals: mp 218-219**C, ^H NMR (DMSO de) 
400 MHz 7.94 (t, 5.38 Hz, 1 H) , 7.78 (d, J = 8.56 Hz, 
2 H), 7.45-7.40 (m/ 2 H) , 7.37 (d, J = 8.56 Hz, 2 H) , 
7,15 (t, J = 9.05 Hz, 2 H) , 3.31 { q, J = 7,10 Hz, 2 
H), 3.18 (s, 3 H), 1,18 (t, J = 7.10 Hz, 3 H) ; MS m/z 

30 377 (M+H). HRMS A = 0.5 mmu. 



wo 96/03392 



PCT/US95/09444 



161 




5 2-tert-Butylamino-4- ( 4*£luorophenyl ) -5- (4- 

methylsulf onylphenyl) thiazole 

To a solution of 2-bromo-l- {4-f luorophenyl) -2- (4- 
Inethylsulf onylphenyl) ethanone (Example 26, Step 2) 

10 (0.406 g, 1.09 mmol) in ethanol (11 mL) was added N- 
( tert "butyl )thio\irea (0.144 g, 1.09 mmol) and the 
solution was heated to reflux (14 hours) . The 
reaction was cooled to room temperature. The resulting 
suspension was concentrated in vacuo, suspended in 

15 methylene chloride (100 mL) and washed with NaHCOa 
saturated solution (3 x 10 mL) , sodium carbonate 
solution (10%, 3 X 20 mL) , dried over sodium sulfate, 
filtered and concentrated. The crude product was 
recrystallized from methylene chloride and isooctane 

20 yielding 4- (4-f luorophenyl) -5- (4- 

methylsulf onylphenyl) -2- tert-butylaminothiazole (0 . 226 
g, 51%) as a yellow crystalline plates: mp 250-253^C; 
NMR (DMSO de) 400 MHz 7.78 (d, J = 8.32 Hz, 2 H) , 

7.70 (s, 1 H), 7.46-7.35 (m, 4 H) , 7.15 (t, J = 9.05 
25 Hz, 2 H), 3.19 (s, 3 H) , 1.40 (s, 9 H) ; MS m/z 405 
(M+H) . HRMS A = 4.78 mmu. 
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5- ( ^-®®t£Kyl@ulf os&Fl^S&QS&yl ) thiasolo 

To a solution of 2-bromo-l- (4-f luorophenyl) -2- (4- 
methylsulf onylphenyDethanone (Example 26, Step 2) 

10 (0.312, 0.841 mmol) in ethanol (10 mL) was added N- 
(3, 5 -dichlorophenyl) thiourea (0.195 g, 0,882 mmol). 
The solution was heated to refl\ax (14 hours) and 
cooled to room temperature. The resulting suspension 
was concentrated in vacuo, suspended in ethyl acetate 

15 (100 mL) and washed with sodixim carbonate solution 
(10%, 3 X 20 mL) , brine (20 mL) , dried over sodium 
sulfate, filtered and concentrated, yielding a powdery 
solid. This solid was dissolved in ethyl 
acetate/methylene chloride. Addition of isooctane 

20 resulted in the precipitation of 2-(3r5- 

dichlorophenylamino) -4- {4-f luorophenyl) -5- (4- 
methylsulfonylphenyl) thiazole (0.261 g, 63%) as a pale 
yellow powder: mp 287-288**C; WMR (DMSO de) 400 MHz 
10.84 (s, 1 H), 7.86 (d, J = 8.79 Hz, 2 H) , 7.73 (s, 2 

25 H), 7.54-7.45 (m, 4 H) , 7.22 (t, J = 8.79 Hz, 2 H) , 

7.15 (s, 1 H) , 3.22 (s, 3 H) ; MS m/z 492 (M+) . HRMS A 
= 4.8 mmu. 
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Exaimple 53 




5 2- ( 4-Cyanophenylamino) -4- ( 4-f luorophenyl) -5- {4- 

methylsulfonylplienyl ) -thiazole 

To a solution of 2-broino-l- (4-f luorophenyl) -2- ( 4- 
methylsulf onylphenyl) ethanone (Example 26, Step 2) 

10 (0.413, 1.11 mmol) in ethanol (10 mL) was added N-(4- 
cyanophenyl ) thiourea (0.207 g, 1.17 mmol). The 
solution was heated to reflux (24 hours) and cooled to 
room temperature. The resulting suspension was 
concentrated in vacuo, suspended in methylene chloride 

15 (100 mL) and washed with sodium carbonate solution 
(10%, 3 X 20 mL) , brine (20 mL) , dried over sodium 
sulfate, filtered and concentrated yielding a solid. 
This solid was purified by flash chromatography (1:1, 
hexane: ethyl acetate with 1% acetic acid) . The 

20 resulting product was recrystallized from methylene 
chloride and isooctane yielding 2-(4- 
cyanophenylamino) -4- (4-f luorophenyl) -5- (4- 
methylsulfonylphenyl) thiazole (0.266 g, 53%) as a pale 
yellow solid: mp 273-274**C; NMR (DMSO de) 400 MHz 

25 10.98 (s, 1 H), 7.86 (d, J = 8.32 Hz, 2 H) , 7.83 (d, J 
= 9,05 Hz, 2 H) , 7.76 (d, J = 8.80 Hz, 2 H) , 7.55-7.47 
(m, 4 H), 7.21 (t, J = 8.80 Hz, 2 H) , 3.22 (s, 3 H) ; 
MS m/z 450 (M+H). HRMS A = 2.6 mmu. 
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Example 54 




5 Ethyl- t3-(4- {4-£luorophenyl)-5-(4- 

methyl8ulf onylphenyl) -2* 
thiazolyl] amino] benzoate 



To a solution of 2-bronio-l- (4-f luorophenyl) -2- (4- 

10 methylsulfonylphenyDethanone (Example 26, Step 2) 

(0.444, 1,20 mmol) in ethanol (10 mL) was added N-(3- 
ethoxycarbony Iphenyl ) thiourea (0.282 g , 1.26 mmol ) • 
The solution was heated to reflux (24 hours) and was 
cooled to room temperature. The resulting suspension 

15 was concentrated in vacuo, suspended in methylene 
chloride (100 mL) and washed with sodium carbonate 
solution (10%, 3 X 20 mL) , brine (20 mL) , dried over 
sodium sulfate, filtered and concentrated yielding a 
solid. The resulting product was recrystallized from 

20 methylene chloride and isooctane yielding ethyl (3- [4- 
(4-f luorophenyl) -5- (4-methylsulfonylpheryl) -2- 
thiazolyl] amino] benzoate (0.393 g, 66%) as a pale 
yellow fluffy solid: mp 208-209**C; 1h NMR (DMSO de) 400 
MHz 10.68 (s, 1 H), 8.45 (s, 1 H) , 7.91-7.84 (m, 3 H) , 

25 7.58-7.44 (m, 6 H) , 7.19 (t, J = 8.79 Hz, 2 H) , 4.30 ( 
q, J = 6.84 Hz. 2 H) , 3.21 (s, 3 H) , MS m/z 496 (M+) . 
HRMS A = 0.03 mmu. 
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Example 55 




5 Ethyl [4- t4-{4-£luorophenyl)-5-{4- 

methyl8ulf onylphenyl ) -2 * 
thiazolyl] amino] benzoate 



To a solution of 2-bromo-l- (4-f luorophenyl) -2- (4- 

10 methylsulfonylphenyDethanone (Example 26, Step 2) 

(0.361, 0.972 mmol) in ethanol (10 inL) was added N-{4- 
ethoxycarbonylphenyl) thiourea (0.229 g, 1.02 mmol). 
The solution was heated to reflux (24 hours) and was 
cooled to room temperature. The resulting suspension 

15 was concentrated in vacuo, suspended in methylene 
chloride (100 mL) and washed with sodium carbonate 
solution (10%, 3 X 20 mL) , brine (20 mL) , dried over 
sodium sulfate, filtered and concentrated yielding a 
solid. The resulting product was recrystallized from 

20 methylene chloride and isooctane yielding ethyl [4- [4- 
(4-f luorophenyl) -5- (4-methylsulfonylphenyl) -2- 
thiazolyl] amino] benzoate (0.277 g, 57%) as a fine, 
pale yellow crystals: mp 207-208**C; NMR (DMSO-de) 
400 MHz 10.87 (s, 1 H) , 7.93 (d, J = 8.79 Hz, 2 H) , 

25 7.87 (d, J = 8.30 Hz, 2 H) , 7.78 (d, J = 8.79, 2 H) , 

7.57-7.49 (m, 4 H) , 7.20 (t, J = 9.28 Hz, 2 H) , 4.26 ( 
q, J = 7.32 Hz, 2 H) , 3.21 (s, 3 H), 1.29 (t, J = 7.32 
Hz, 3 H) . MS m/z 496 (M+) . HRMS A = 0.2 mmu. 
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Example 56 




5 5-{4-Fluorophenyl} -4- (4-iiietbylBul£onylphenyl) - 

2-trif luoromethylthlazole : 

Step 1: Preparfiir.ion ot 5*(4-fluorQphenYl)'4-(4- 

mPt-hvlf.hiQnhenvl^-2-t:rifluQromethvlthiazole: 

10 To a solution of trif luoroacetcunide (13.7 g, 

121,2 iranol) in toluene (30 mL) was added solid P4S10 
(5.4 g, 12.1 nimol) and the mixture was heated to 
reflux for 60 hours. The resulting orange suspension 
was cooled to room temperature and the solid was 

15 pulverized to form a fine suspension. One fourth of 
this toluene suspension (7.5 mL, £a» 30 mmol of 
theory) was transferred and 2-bromo-2- (4- 
f luoropheny 1 ) - 1 - ( 4 -me thy 1 thiopheny 1 ) e thanone (1.24 g , 
3.66 mmol) (Example 20, Step 2) was added in one 

20 portion. This suspension was heated to reflux for 1.5 
hours, cooled to 50®C, and 1.0 N HCl solution (1 mL) 
was added carefully and heating at reflux continued 
for 1 hour more. This reaction was cooled to room 
temperature and let stand overnight. To this solution 

25 was added 2 N NaOH solution until the exotherm 

subsided, and the reaction was stirred for 1 hour 
longer. The resulting black suspension was diluted 
with methylene chloride and washed with NaHCOa 
saturated solution, dried over Na2S04, filtered and 

30 concentrated in vacuo yielding a brown semi-solid. 
Flash chromatography (9:1 hexane: methylene chloride) 
yielded 5- (4-f luoroph nyl) -4- (4-methylthiophenyl) -2- 
trifluoromethylthiazole (0.28 g, 23%) as yellow oil 
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which slowly solidified mp: 59-60**C; NMR (CDCI3) 300 
MHz 7.43 (d, J = 8.48, 2 H) , 7.40-7.32 (m, 2 H) , 7.17 
(d, J = 8.48 Hz, 2 H), 7.08 (t, J = 8.48, 2 H)2.46 (s, 
3 H); MS (EI) m/z 369 (M+H) , HRMS A = -3.17 mmu. 

5 

Step 2; Preparation of S- (4-fluorophenvl) -4- (4- 
methvlsulfonvlphenvl) - a^^ju^jJOuDron^^ 

To a solution of 2-trifluoromethyl-5- (4- 
f luorophenyl) -4- (4-methylthiophenyl) thiazole from Step 

10 1 (0.25 g, 0.74 nutiol) in methylene chloride (10 mL) at 
0**C was added MCPBA (0.50 g of 67% peroxide content 
reagent, 1.9 mmol) in three portions over 2 hours. 
After 3 hours total reaction time, the reaction was 
diluted with methylene chloride ( 150 mL) and this 

15 solution was washed with NaHSOa solution (0.1 M)/NaHC03 
saturated solution (1:1 ratio, 3 x 50 mL) , dried over 
MgS04, filtered and concentrated in vacuo. The 
resulting solid was recrystallized from methylene 
chloride and isooctane yielding 5- (4-f luorophenyl) -4- 

20 {4-methylsulfonylphenyl) -2-trifluorometJvlthiazole 

(0.19 g, 70%) as opaque white crystals: mp 150-151'*C; 
iH NMR (CDCI3) 300 MHz 7.89 (d, J = 8.48, 2 H) , 7.71 
(d, J = 8.85, 2 H), 7.40-7.30 ( m, 2 H) , 7.13 (t, J = 
8.48 Hz, 2 H) , 3.06 (s, 3 H) ; 19F NMR (CDC13) 300 MHz 

25 -61.53, -109.98; MS (EI) m/z 402 (MH+) . HRMS A = 
-1.161 mmu. 




4- (4-Fluoroph©nyl) ) -5- (^-aethylsulf onylpSieayl) - 
2*(3«3,^^5ff6 -pentaf luor phenyl ) tfiiiasol® 
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c^fe^p 1'. Preparation o f nPint.af luorothiobenzamide ; 

TO a solution of pentaf luorobenzamide (5.00 g, 
23.69 ramol) in toluene (60 mL) was added Lawesson's 
5 reagent (5.70 g, 14.20 mmol) . The reaction was heated 
at reflxix overnight, cooled to room temperature, and 
isooctane (200 mL) was added causing a precipitate to 
form. The suspension was filtered and the filtrate was 
concentrated yielding an orange oil which solidified* 
10 Flash chromatography of this oil (1:1 hexane: methylene 
chloride with 2% acetic acid) yielded crude 
pentaf luorothiobenzamide as a white solid (mp 92-93°C) 
which was used without any further purification. 

15 5ten 2: Preparation of 2-pentaf luQrophenvl-4- (4- 
f luorophenvl ^ -5- (4-methvlthiophenvl) thiazole: 

To a solution of 2-bromo-l- (4-fluorophenyl) -2- (4- 
methy Ithiophenyl) ethanone (Example 1, Step 3) (3.13 g, 
9.22 mmol) in acetonitrile (90 mL) was added 

20 pentaf luorothiobenzamide from Step 1 (2.2 g, 9.69 
mmol) and the mixture was heated to reflux for 16 
hours. The resulting burgundy colored reaction 
solution was poured into hot methanol (400 mL) and the 
resulting solution was cooled to room temperature 

25 yielding a crystalline product. The crystals were 
collected by vacu\jm filtration, redissolved in hot 
acetonitrile and methanol, Darco®^ decolorizing carbon 
was added, and the mixtxire was heated on a steam bath 
to reflux for two minutes. The resulting black 

30 suspension was filtered. The filtrate was diluted with 
methanol to enhance recrystallization yielding 2- 
pentafluorophenyl-4- (4-fluorophenyl)-5- (4- 
methylthiophenyDthiazole as papery pale gray crystals 
(0.59 g, 14 %): mp 131-132**C; NMR (CDCI3) 300 MHz 

35 7,60-7.50 (m, 2 H) , 7.31 (d, J = 8,11 Hz, 2 H) , 7.23 
(d, J = 8.48 Hz, 2 H), 7.02 (t, J = 8.48 Hz, 2 H) , 
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2.52 ( s, 3 H); MS (EI) m/z 468 (M+H) . HRMS A = 1.66 
nunu . 

step 3; Pjce]aaraLix»jL^JL2rJ^^^^ 
5 f luorophen vl) -5- (4-met:hvlsulfQnvlphenvl) thiazcOe: 
To a solution of 2-pentaf luorophenyl-4- (4- 
fluorophenyl) -5- (4-methylthiophenyl)thia2ole from step 
2 (0.55 g, 1.18 mmol) in methylene chloride (15 mL) at 
0**C was added MCPBA (0.51 g of 67% peroxide reagent, 

10 2.94 mmol) and the solution was warmed to room 

temperature and let stand overnight. The reaction 
mixture was diluted with methylene chloride (100 mL) , 
washed with NaHSOa solution (0.1 M) , NaHCOa saturated 
solution, dried over Wa2S04, filtered and concentrated 

15 in vacuo. The product was recrystallized from 
methylene chloride and isooctane yielding 2- 
pentaf luorophenyl-4- (4-fluorophenyl) -5- (4- 
methylsulfonylphenyl) thiazole (0.48 g, 93%): itqp 173- 
174**C; NMR (CDCI3) 300 MHz 7.95 (d, J = 8.48 Hz, 2 

20 H), 7.61 (d, J = 8.48, 2 H) , 7.52 (d of d, J = 5.16 
and 8.48 Hz, 2 H) , 7.05 (t, J = 8.48 Hz, 2 H) , 3.11 
(S, 3 H);^^FNMR {CDCI3) 300 MHz -111.9, -138.8, 
-150.5, -160.7; MS (EI) m/z 499 (M+H), HRMS A = 5.146 
mmu. 



25 
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[4- (4-FIuorophenyl) -5- (4- 
methyl8Ulf onylphenyl ) -2-thlazolyl] acetic acid 

5 Step 1; Preparatipn Qt f4"(4-fluQrQPhenYl)"5-(4' 
methvlthiQPhenYl) -2*thiazolYl1 acetic acid. 

To a stirred solution of 4- [4-f luorophenyl] -2- 
methyl-5-[4-methylthiophenyl]thia2ole (Example 20, 
Step 3) (0.993 g, 3.15 mmol) in dry tetrahydrofuran 

10 (THF) (10 mL) under nitrogen in a dry ice- 

isopropanol bath was added n-butyllithium (1.4 mL 
of 2.5 M in hexanes, 3.46 mmol) via syringe. The 
reaction became an almost opaque dark red color. 
After 10 minutes, the reaction was poured into a 

15 slurry of dry-ice/THF under nitrogen atmosphere. 
The excess CO2 was allowed to sublime and the 
resulting yellow solution was concentrated in vacuo 
yielding a yellow semisolid. This semisolid was 
dissolved in H2O (80 mL) , washed with hexane and 

20 the layers separated. The aqueous phase was poured 
into 0.05 M HCl solution to give an orange solid. 
Recrystallization from 

ethanol/dichloromethane/isooctane yielded [4-(4- 
f luorophenyl) -5- (4-methylthiophenyl) -2- 

25 thiazolyl] acetic acid as a solid (0.294 g, 26%): 
mp 134 '^C (dec). NMR (CDCI3) 300 MHz 7.50-7.42 
(m, 2 H), 7.22 (d, J = 8.1 Hz, 2 H) , 7.17 (d, J = 
8.1 Hz, 2 H), 6.98 (t, J = 8.7 Hz, 2 H) , 4.09 (s, 2 
H), 2.49 (s, 2H) . LRMS: M+H obs. 360. HRMS: M+H 

30 Calc'd m/z 360.0528, obs m/z 360.0521. Anal, 

Calc'd for CI8H14FNO2S2: C, 60.16; H, 3.93, N, 
3.90. Found: C, 59.93; H, 3.95; N, 3.88. 



Sten 2: Pr<:>narat:ion of [4- (4-f luornnhpnyl > -S- 
35 methvlsulfonvlphenvl)-2-tihia2Qlvl1arptig acid; 

To a solution of [4- (4-f luorophenyl j -5- (4- 
methylthiophenyl)-2-thiazolyl] acetic acid (St p 2) 
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in ethanol (6 mL) and THF (3 mL) was added a 
solution of Oxone® (0.575 g, 1.869 inmol) in H2O 
(1.5 mL) and reacted for 2 hours. The mixture was 
diluted with H2O (100 mL) , producing a fine yellow 
5 suspension which was collected by vacuum filtration 
yielding [ 4 - ( 4 - f luoropheny 1 ) - 5 - ( 4 - 
methylsulfonylphenyl) -2-thia2olyl] acetic acid as a 
yellow powder (0.199 g, 82%): mp 149-151 "^C. 
NMR (CDCI3) 300 MHz 7.85 (d, J = 8.66 Hz, 2 H) , 

10 7,49 (d, J = 8,66 Hz, 2 H) , 7,47-7.36 (m, 2 H) , 

6,98 (t, J = 8,70 Hz, 2 H) , 4.08 (s, 2 h) , 3.06 (s, 
3 H) , LRMS: M+H obs m/2 392; HRMS: M+H Calc'd m/z 
392.0427; obs, M+H m/z 392,0419. Anal. Calc'd for 
C18H14FNO4S2: C, 55.24; H, 3.61, N, 3.58. Found: 

15 C, 55.24; H, 3,70; N, 3,62, 



4- [5 - (4-Chloroplienyl) -2 -methyl -4- 
thiazolyl ] benzeneBulfonamide 

Step 1: Preparation of 2- (4-rh1 ni- onhenvn -1 - 

25 phenvlethfan^nft 

To a solution of p-chlorophenylacetic acid 
(14.87 g, 87,16 mmol) in dichlorome thane (300 mL) 
was added dimethyl formamide (DMF) (0,5 mL) followed 



Example 59 




CI 



20 
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by careful dropwise addition of oxalyl chloride 
(8.0 mL, 11.61 91.52 nunol) to maintain a 
moderate rate of gas evolution. The reaction was 
stirred for 2 hours, concentrated in vacuo, diluted 
5 with benzene (150 mL) , and AICI3 was added 

portionwise. The reaction was heated to reflux 
overnight. The reaction was cooled to room 
temperature, was diluted with dichloromethane (150 
mL) and poured over ice with stirring. The layers 

10 were separated and the dichloromethane phase was 
filtered, washed with water, NaHCOa saturated 
solution, brine, dried over MgS04, filtered and 
concentrated in vacuo yielding the ketone as off 
white plates (16.72 g, 83%): mp 132-133 **C. NMR 

15 (CDCI3) 300 MHz 8.01 (d, j = 7.05 Hz, 2 H) , 7.58 

(t, J = 7.86 Hz, 1 H), 7.47 (t, J = 7.86 Hz, 2 H) , 
7.31 (d, J = 8.46 H2, 2 H) , 7.19 (d, 8.26 Hz, 2 H) , 
4.26 (s, 2 H) . 

20 fit-^n 2; Pr f>paration of 2-bromQ-2- ( 4-chlQrQDhenvl ) - 

To a stirred suspension of 2- (4-chlorophenyl) - 
1-phenylethanone (Step 1) in HOAc (200 mL) and 
HBr/HOAc (35 mL, 33 wt%) was added Br2 (2.3 mL, 

25 7.16 g, 45 mmol) . The reaction was stirred for 2 
hours and became homogeneous. Water and ethyl 
ether were added, mixed and the layers separated. 
The resulting organic phase was washed with water, 
NaHC03 saturated solution, brine, dried over MgS04, 

30 filtered, diluted with isooctane and partially 

concentrated in vacuo which caused a precipitate to 
form. The suspension was filtered to yield the 
bromoketone as a white solid (10.38 g, 78%) which 
was suitable for use in the next step without 

35 further purification: mp 57-59 '^C. ^H NMR (CDCI3) 
300 MHz 7.99 (d, J = 7.25 Hz, 2 HO, 7.59 (t, J = 
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7.20 Hz, 1 H), 7.46-7.41 (m 4 H) , 7.35 (d, J = 
8.46 Hz, 2 H) , 6.31 (s, 1 H) . 

Sf,pn 3: Preparation of 5- (4-chlQrophenvl) 
5 4-nhenvltihia2Qle 

2-Bromo-2- (4-chlorophenyl) -1-phenylethanone 
(Step 2) (1.10 g, 3.55 mmol) and thioacetamide 
(0.27 g, 3.55 mmol) were mixed in ethanol (25 mL) 
and stirred for 48 hours. The reaction was diluted 
10 with H2O and extracted with ethyl acetate. The 
combined ethyl acetate phases were washed with 
brine, dried over MgSO^, filtered, and concentrated 
in vacuo yielding the thiazole as a clear colorless 
oil (0.75 g, 74%). ^H NMR (CDCI3) 300 MHz 7.50- 
15 7,44 (m, 2 H) , 7.33-7.23 (m, 7H) , 2.75 (s, 3 H) . 

LRMS M+H obs 286. Anal. Calc'd for C16H12CINS: C, 
67.24; H, 4.23, N, 4.90, Found: C, 66.77; H, 4.23; 
N, 4.90. 

Step 4: Preparation of 4- r2*met:hvl-4- f'^- 
chlorQPhenvl>-4-thiazQlvnben2enesulfonamirie 

To 5- (4-chlorophenyl) -2-methyl-4- 
phenyl thiazole (Step 3) (0.2 g, 0.70 mmol) chilled 
in an ice bath was added neat chlorosulfonic acid 
(4 mL) . The reaction mixture was warmed to room 
temperature and reacted for 2 hours. The crude 
reaction mixture was diluted with dichloromethane 
(50 mL) and carefully poured over ice with vigorous 
stirring. The layers were separated and the 
dichloromethane phase was washed with brine, dried 
over MgS04, and filtered. The filtrate was poured 
into rapidly stirred concentrated NH4OH (excess) at 
room temperature and stirred overnight. The layers 
were separated and the ac[ueous phase was extracted 
with more dichloromethane. The organic phases were 
combined, washed with brine, dried over MgS04 and 
concentrated in vacuo yielding a solid. The solid 



20 



25 



30 



35 
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was r eery St alii zed from dichloromethane and 
isooctane yielding 4- [2-methyl-4- (5-chlorophenyl) - 
4-thiazolyl]benzenesulfonamide as white plates 
{0.072 g, 28%): mp 221-223 **C. NMR (CDCI3) 300 

5 MHz 7.84 (d, J = 8.66 Hz, 2 H) , 7,64 (d, J = 8.66 
Hz, 2 H), 7.32 (d, J = 8.46 Hz, 2 H) , 7.23 (d, J = 
8.46 Hz, 2 H) , 4.76 (br, s, 2 H) , 2.76 (s, 3 H) . 
LRMS M+H obs at m/z 365. Anal. Calc'd for 
C16H13C1N202S2 : C, 52.67; H, 3.59, N, 7.68. 
10 Found: C, 52.51; H, 3.63; N, 7.62. 



4 - [4- ( 4-Chlorophenyl) -2 -methyl -5- 
thiazolyl ] benzenesulf onamide 

fif^n 1; Preparation of 4- f 4-chloronhenvl) -2-met:hvl- 
20 ^-phenvlthiazole HBr salt. 

To a stirred solution of 2-bromo-l- (4- 

chlorophenyl ) -2 -pheny lethanone (Maybr idge ) ( 4 . 5 8 g , 
15.04 mmol) in ethanol (100 inL) and CH3CN (15 inL) 

was added thioacet amide (1.186 g, 15.79 mmol) and 
25 the mixture was stirred at room temperature for 60 
hours. The reaction was concentrated in vacuo 
yielding a y llow oil which crystallized upon 
standing. The solid was triturated with ethyl 



Example 60 




CI 



15 
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acetate and collected by vacuum filtration yi Iding 
2-inethyl-4- (4-chlorophenyl) -5-phenylthiazole HBr 
salt as a white powder (4.481 g, 81%): mp 192-193 
*»C. NMR {CDCI3) 300 MHz 7.43 (d, J = 8.66Hz, 2 

5 H), 7.31 (s, 5 H), 7.24 (d, J =8.46 Hz, 2 H) , 2.75 
(s, 3 H) , LRMS M+H m/z obs 286. HRMS M+H calc m/z 
286.0457; obs M+H m/z 286.0448. Anal. Calc'd for 
Ci6Hl2ClNS-HBr-1.5 H2O: C, 48.41; H, 3.84, N, 3.55. 

Found: C, 48.96; H, 3,81; N, 4.00. 

10 

c;^pp 7, Prenaration of 4> r4- (4-chlorQPhenvl) -2- 
mpf hvi - ^ ^ thiazo 1 V n benz enfisu 1 f onamide 

To vigorously stirred neat chlorosulfonic acid 
(5 mL) was added 4- (4-chlorophenyl) -2-methyl-5- 

15 phenylthiazole (Step 1) (0.56 g, 1.37 mmol) . 

After stirring for 50 minutes, the crude reaction 
mixture was diluted with dichlorome thane (40 mL) 
and carefully poured over ice. The layers were 
separated and the dichloromethane layer was poured 

20 into concentrated NH4OH (excess) at room 

temperature and stirred overnight. The resulting 
material was diluted with aq NaHCOs/ and extracted 
with dichloromethane and then ethyl acetate. The 
organic phases were combined, washed with brine, 

25 dried over MgS04 and concentrated in vacuo yielding 
4 - [ 2 -methyl - 4 - [ 4 - chloropheny 1 ] - 5 - 
thiazolyllbenzenesulf onamide as a white powder 
(0.275 g, 38%): mp 204-206 "C. ^H NMR (CDCI3) 300 
MHz 7.86 (d, J = 8.46 Hz, 2 H) , 7.45 (d, J = 8.46 

30 Hz, 2 H), 7.41 (d, J = 8.46, 2 H) , 7.29 ( d, J = 
8.66 HZ, 2 H), 4.81 (br s, 2 H) , 2.77 (s, 3 H) . 
LRMS M+H obs 365. HRMS M+H Calc'd m/z 365.0185, 
M+H obs m/ 365.0198. Anal. Calc'd for 
Cl6Hl3ClN2OS2*0.5 H2O: C, 51.51; H, 3.51. Found: 

35 C, 51.74; H, 3.67. 
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Exampl 61 




5 4- [5- (4-Bromophenyl) -2 -methyl -4- 

thlazolyl ] benzenesulf onamlde 

Step 1: Prfinaration of 3- M-hrnm ophenvl ) -2- 
phenvlpropfinoic arid. 

10 Phenylacetic acid (53.50 g, 393 mmol) , 4- 

bromobenzaldehyde (.72,76 g, 393 mmol), 
triethylamine (43,11 g, 426 mmol), and acetic 
anhydride (350 mL) were combined and heated to 150 
°C for 2 hours and then cooled to 100 **C. Water 

15 (120 mL) was slowly added and an exotherm occurred 
followed by the precipitation of a yellow solid. 
The solid was collected by vacuum filtration and 
was recrystallized from toluene (400 mL) . The 
resulting solid was washed with hexanes yielding 3- 

20 (4-bromophenyl) -2-phenylpropenoic acid as a light 
yellow solid (75.07 g, 63%): mp 203-206 °C. NMR 
(acetone-de) 7.80 (s, 1 H) , 7.48-7.30 (m, 5 H) , 
7.28-7.22(m, 2 H) , 7.10-7.02 (d, J = 8.46 Hz, 2 H) . 
LRMS M+H obs at m/z 301 and 303. 



25 
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Step 2; 2-(4-brpmQPhenYl)-l-phenYlsthanQne 

To a chilled (ice-bath), stirred solution of 
3- [4-bromophenyl]-2-phenylpropenoic acid (Step 1) 
(65.11 g, 215 iranol) in toluene (300 mL) was added 
5 Et3N (21.98 g, 217 mmol) and DPPA (59.50 g, 216 

mmol) . The reaction was warmed to room temperature 
and stirred for over 2 hours. The reaction was 
poured into water (400 mL) and the layers were 

separated. The aqueous layer was extracted with 

10 Et20 and the organic phases combined, washed with 
brine, dried over MgS04, filtered and concentrated 
in vacuo to remove the EtjO. The resulting 
suspension was heated to reflux for 1.3 hours 
causing the evolution of gas. Next, tert-butyl 

15 alcohol (21 mL, 18.75 g, 253 mmol) was added 

rapidly and after 40 minutes concentrated HCl (30 
mL, 360 mmol) was added dropwise through the 
condenser over 20 minutes. The reaction was 
stirred at 110 for 1 hour and cooled to room 

20 temperature and a precipitate formed. The 

precipitate was collected by vacuum filtration to 
yield 2- (4-bromophenyl) -1-phenylethanone as a white 
solid (20.74 g, 35%). A second crop was. obtained 
by concentrating' the filtrate in vacuo and 

25 recrystallizing the residue from ethyl 

acetate/hexane to yield an additional 12.07 g 
(20%): mp 141-144 NMR (acetone-dg) 8.07 (d, 

J = 7.25 Hz, 2 H), 7,71-7.45 (m, 5 H) , 7.28 (d, J = 
8.46 Hz, 2 H), 4.40 (s, 2 H) . LRMS M+Li obs at m/z 

30 281. 

Step 3: Preparation of 2-brQmQ-2- f 4-brQmnnhPTiYn -1 - 
phenvlethannnp 

To a stirred suspension of 2- (4"bromophenyl) - 
35 1-phenylethanone (Step 2) (20.59 g, 74.8 mmol) in 
HOAc (150 mL) and HBr/HOAc (30 wt%, 25 mL) was 
added Br2 (4 mL, 77.6 mmol) and within 1 hour the 
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reaction became homogeneous. After 1.75 hours, the 

reaction suspension was filtered yielding a white 

solid and filtrate. The filtrate was treated with 
10% NaHSOj until the Brj color was extinguished and 

5 a precipitate formed which was collected and 

combined with the above solid. This solid was 

dissolved in ethyl acetate, washed with water, 10 % 
NaHS03, saturated, NaHC03, brine, dried over MgS04, 

filtered and concentrated in vacuo yielding a white 
10 solid (20.42 g, 77 %) : NMR (acetone-de) 8.13 

(d, J = 8.26 Hz, 2 H), 7.75-7.50 (m, 7 H) , 6.94 (s, 
1 H) . LRMS M+Li obs at m/z 359/361/363. 

Step 4: Preparation of 5- r4-brnmnDhenvll -2 -met:hvl- 

15 4-phenylthiQ2Qle 

To a stirred solution of 2-bromo-2- (4- 
bromophenyl)-l-phenylethanone (Step 3) (2.04 g, 
5.80 mmol) in EtOH (40 mL) was added thioacetamide 
(0.46 g, 6.09 mmol) and the solution was stirred 

20 for 24 hours. The reaction was concentrated in 
vacuo, the residue dissolved in dichloromethane 
(125 mL) and washed with saturated NaHC03 solution 
(3 X 25 mL) and brine (50 mL), dried over MgS04, 
filtered and concentrated in vacuo yielding an 

25 oil. The oil was purified by flash chromatography 
(hexanes:EtOAc, 10:1) yielding 5 - ( 4 -bromopheny 1 ) - 
2-methyl-4-phenylthiazole (1.262 g, 66%) as a 
clear colorless oil which was sufficiently pure 
to utilize in the next step: NMR (CDCI3) 7.50- 

30 7.45 (m, 2 H) , 7.43 (d, J = 8.66 Hz, 2 H) , 7.33- 
7.26 (m, 3 H), 7.18. (d, J = 8.46 Hz, 2 H) , 2.75 
(s, 3 H) . 

Step 5: Preparation of d- l'i- i^^hrnmorihf^rxy-i \ 
35 methvl - 4 - thiazolvl 1 benzenesul f onatn j dp 

To neat chlorosulfonic acid (10 mL) under 
nitrogen, chilled to -12 in a NaCl/ice bath was 



wo 96/03392 PCF/US9S/094^ 

179 

added 5- [4-broinophenyl] -2"methyl-4-phenylthiazole 

(Step 4) (1.00 g, 3.03 mmol) dropwise as a warm 

moderately viscous oil. After 2 hours at -10 *^C, 

the reaction was warmed to 0 and stirred for 1.5 

5 hours. The clear green reaction solution was 

poured over ice yielding a precipitate which was 

collected by vacuum filtration. This solid was 

dissolved in dichlorome thane (75 mL) , mixed with 
concentrated NH4OH (8 mL) at 0**C and stirred for 2 

10 hours. The reaction was diluted with 

dichloromethane (50 mL) and brine (50 mL) . The 
layers were separated, and the organic phase washed 
with 1 N HCl, NaHC03 (saturated aq) , brine, dried 
over MgS04, filtered and concentrated in vacuo 

15 yielding a pale yellow solid. This solid was 

recrystallized from ethyl acetate/hexane yielding 

4- [2-methyl"5- {4-bromophenyl) -4- 

thiazolyl]benzenesulfonamide as a white powder 
(0.232 g, 19%): mp 207-209 **C. NMR (Cix:i3) 300 

20 MHz 7.83 (d, J = 8.66 Hz, 2 H) , 7,63 (d, J = 8.66 
Hz, 2 H), 7,47 (d, J = 8.66 Hz), 7.17 { d, J ^ 8.66 
Hz, 2 H), 4.85 (br s, 2 H) , 2.77 (s, 3 H) . LRMS 
M+H obs at m/z 409. HRMS M+H CalCd m/z 408.968, 
M+H obs m/z 408.9681. Anal. Calc'd for 

25 Ci6Hi3BrN202S2-1.5 H2O C, 44.04; H, 3,00; N, 6.42. 

Found: C, 44,20; H, 3.40; N, 6,53. 
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Exampl 62 




5 4- {2-Methyl-5-phenyl-4- 

thiazolyl )benzeneBul£onamide 

To a solution of 4- [2-methyl-5- (4- 

bromophenyl) -4-thiazolyl]benzenesulf onamide 

10 (Example 61) in methanol (10 mL) , THF (2 mL) , and 

HOAc (0.5 mL) was added 5% Pd/C (0.060 g) . The 
reaction was charged with H2 (50 psi) and stirred 

overnight. The suspension was filtered through 
diatomaceous earth. The filtrate was concentrated 

15 in vacuo yielding 4- (2-methyl-5-phenyl-4- 
thiazolyl)benzenesulfonamide as a solid (0.134 g, 
52%): mp 238-239 °C. NMR (CD3OD) 300 MHz 7.86 

(d, J = 8.46 Hz, 2 H), 7.61 (d, J = 8.46 Hz, 2 H) , 
7.46-7.27 (m, 5 H) , 2.85 (s, 3 H) . LRMS (M+H obs at 

20 m/z 331), HRMS M+H Calc'd m/z 331,0575, obs M+H m/z 
331.0566. 
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Example 63 




F 



5 4- [2-Beazylamlno-4- {3-f luoro-4- 

methoxyphenyl) -5-thlazolyl]benzenesul£onamide 

Step Ir Prenaration of 1> f 4-met:hQw3- 
f luorophenvl ) -2-phenvlet:hanQne 

10 To a chilled (ice bath) suspension of 2- 

fluoroanisole (35,90 g, 0.285 mol) and AICI3 (37.95 

g, 0.285 mol) in chloroform (CHCI3) (500 mL) was 

added phenylacetyl chloride dropwise maintaining 

the temperature below 5 *C. After stirring for 2 

15 hours, the reaction was poured over ice, the layers 

separated, and the organic phase was washed with 1 
N HCl, brine, and water, dried over MgS04, filtered 

and concentrated. The crude product was 
recrystallized from ethyl acetate/hexane yielding 
20 1" (4-methoxy-3-f luorophenyl) -2-phenylethanone a 
white solid (65 g, 93 %) which was used without 
further purification. 

Step 2: Prenaration of 1- (4^Tng>^hnvv^- 
25 f luorophenvl ) -2- (4-aminosulf onvlnhenvl ) ethanone 
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To 1- (4-methoxy-3-f luorophenyl) -2- 

phenylethanone (Step 1) (65 g, 0.266 mol) was added 

chlorosulfonic acid (150 mL, 263 g, 2.25 mol) and 

the solution was stirred for 3 hours. This 

5 solution was carefully poured dropwise over ice and 

the aqueous phase was extracted with 

dichloromethane. The dichloromethane phase was 
added to rapidly stirred NH4OH (concentrated 200 

mL) and the mixture was stirred overnight. The 
10 resulting suspension was filtered and the solid was 
triturated with hot acetone yielding the 
sulfonamide as a light yellow solid (12.0 g, 14 %) 
which was used without further purification. 

Step 3: Prenaration of 2-bromQ-l> (4-methQw-'^- 
f luoronhenvl ) -2- (4-aminQgulfQnvlnhenvl) -Pthannn^^ 

To a mixture of 1- (4-methoxy-3-fluorophenyl] - 
2-(4-aminosulfonylphenyl)-ethanone (11.4 g, 0.035 
mol) in HOAc (200 raL) and HBr in HOAc (33 % 
solution, 50 mL) was added Br2 (5.6 g, 0.035 mol). 

The mixture was heated at reflux for 4 hours, 
cooled to room temperature, and poured into water 
yielding the crude bromo ketone as a white 
precipitate (12.1 g, 90 %) which was used without 
further purification: mp 137-141 **C. 

Step 4: Prenaration of 4'\2-lr^rxTvlam±nG-/i- 

thiazolvl IhPnzenPgnlfftnaTnir^P 

To a stirred solution of 2-bromo-l- (4-methoxy- 
3-f luorophenyl) -2- (4-arainosulfonylphenyl) -ethanone 
(Step 3) (0.383 g, 0.952 mmol) in CH3CN (5 mL) was 

added N-benzylthiourea (0.158 g, 0.952 mmol) in one 
portion and the reaction was stirred for 60 hours 
35 at room temperature. The reaction was concentrated 
in vacuo and partitioned between thyl acetate and 
H2O. The ethyl acetate phase was dried over MgS04, 



15 



20 



25 
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filtered and concentrated in vacuo. The crude 
product was purified by flash chromatography 
elating with hexanes : ethyl acetate (2:1) yielding 
4- [2-benzylamino-4- [3-fluoro-4-nietho3q^henyl] -5- 
thia2olyl]benzenesulfonaiiiide as a solid (0.161 g, 
36%): mp 199-200 »C. NMR (CDClj/DMSO-dg) 300 ' 

MHz 7.76 (d. J = 8.66 Hz, 2 H) . 7.42-7.28 (m, 7 H) , 
7.26-7.21 (m, IH) . 7.16-7.09 (m, 1 H) , 6.82 (t. J '= 
8.98 Hz. 1 H), 5.89 (br t, J = 5.64, 1 H) , 5.62 (s, 
2 H), 4.51 (d, J = 5.64 Hz, 2 H) , 3.87 (s, 3 H) . 
LRMS M+H obs at m/z 470. HRMS M+H calc m/z 
470.1008. obs m/z 470.1022. 



Exsunple 64 



15 




20 



25 



4- [2- l2-Chloropheayll -4- I3-f luoro-4- 
methoxyphenyl ] - 5 - thiazolyl ] benzenesul fonaaide 

TO a stirred solution of 2-bromo-l- (4-methoxy- 
3-f luorophenyl) -2- (4-aminosulfonylphenyl) ethanone 
(0.387 g, 0.962 mmol) (Example 63, Step 3) in CH3CN 

(5 mL) was added o-chlorothiobenzamide (0.165 g, 
0.962 mmol) in one portion and the r action mixture 
was stirred for 60 hours at room temperature . The 
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yellow suspension was concentrated in vacuo. The 
solid was suspended in ethanol and collected by 
vacuum filtration yielding 4- [2- (2-chlorophenyl) -4- 
( 3 - f luor o - 4 -me thoxypheny 1 ) - 5 - 
5 thiazolyllbenzenesulfonamide as a pale yellow solid 
(0.147 g, 32%): mp 214-216 **C. NMR (CDCI3/DMSO- 

dg) 300 MHz 7.85 (d, J = 8.26 Hz, 2 H) , 7.75-7.72 
(m, 1 H), 7.71-7.64 (m, 1 H) , 7.52-7.42 (m, 2 H) , 
7.38-7.30{m, 4 H) , 6.97 It, J = 8.24 Hz, 1 H) . 5.85 
10 (br s, 2 H), 3.92 (s, 3 H) . LRMS M+H obs at m/z 
475. HRMS M+H Calc'd m/z 475.0353; M+H obs m/z 
475.0352. 

Example 65 

15 




F 

4- [4- (3-Pluoro-4-inethoxyphenyl) -2-methyl-5- 
thiazolyl ] benzenesulf onamide 

20 To a stirred solution of 2-bromo-l- (4-methoxy- 

3-f luorophenyl) -2- (4-aminosulf onylphenyl) ethanone 

(0.440 g, 0.1.094 mmol) (Example 63, Step 3) in 
CH3CN (5 mL) was added thioacetamide (0.082 g, 

1.094 mmol) in one portioA and the reaction was 
25 stirred for 60 hours at room tenperature. The 

reaction was concentrated in vacuo and partitioned 
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between ethyl acetate and H2O. The ethyl acetate 
phase was dried over MgS04, filtered and 

concentrated in vacuo. The crude product was 
purified by flash chromatography, eluting with 
5 hexanestethyl acetate (1:1), yielding 4- [2-methyl- 
4- t3-f luoro-4-methoxyphenyl] -5- 

thiazolyl]benzenesulfonainide as a solid (0.061 g, 
15%): mp 168-175 ''C. NMR (CDCI3) 300 MHz 7.87 

(d, J = 8.66 Hz, 2 H), 7.46 (d, J = 8.66 Hz, 2 H) , 
10 7.29-7.22 (m, 1 H) , 7.17-7,12 {m, 1 H) , 6.87 (t, J 
= 9.07, 1 H), 4.82 (br s, 2 H) , 3.90 (s, 3 H) , 
2.76 (s, 3 H) . LRMS M+H obs at m/z 379. HRMS M+H 
calc m/z 379.0586, M+H obs m/z 379.0605. Anal. 
Calc'd for C17H15FN2O3S2. C, 53.96; H, 4.00; Foxind 

15 C, 53.69; H, 4.17. 



Step l! Preparation of 2-methvl-3 . 4- 
25 diphenvlthiazole 

To a suspension of lithium chlorid (12.56 g, 

296.35 mmol) and benzoin (12,58 g, 59.27 ramol) in 
DSMF (100 mL) was added Et3N (9.0 g, 88.90 mmol). 



Exsunple 66 




20 



4- (2*Methyl-4-phenyl-5- 
thiazolyl ) benzenesulf onamide 
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The reaction was cooled with a water bath and 
methanesulfonyl chloride (6.9 itiL, 10.18 g, 88.9 
mmol) was added over 0.08 hour. The reaction 
became a pale yellow suspension. After stirring 
5 for 2 hours, additional Et3N (9.0 g, 88.90 ramol) 

and methanesulfonyl chloride (6.9 mL, 10.18 g, 
88.9 mmol) were added. In 2 hours, the reaction 
was complete and was diluted with Et20 (500 mL) , 
washed with brine, dried over Na2S04, filtered and 

10 concentrated yielding an orange oil . This oil was 
dissolved in ethanol (120 mL) and thioacetamide 
added and the reaction was stirred at room 
temperature for 5 days, then heated to reflux for 2 
hours. The reaction was cooled to room 

15 temperature, diluted with H2O, yielding an oily 
product. This oil was purified by flash 
chromatography, yielding an oil which slowly 
crystallized to form an orange solid (1.81 g, 12%). 
This material was suitable to use without further 

20 purification: mp 45-49 NMR (CDCI3) 300 MHz 

7.57-7.48 (m, 2 H) , 7.35-7.26 (m, 8 H) , 2.76 (s, 3 
H) , 

Step 2: Preparation of 4* f 2-in^f,^y;i -4-phenvl-5- • 

25 i^Xa:^pXyX}Xi^]^^j^^^]K^^ 

To stirred chlorosulfonic acid (1.3 mL, 19.89 
mmol) chilled in a NaCl/ice bath was added 3,4- 
diphenyl-2-methylthia2ole (Step 1) (1.00 g, 3.98 
mmol ) . The reaction was warmed to room temperature 

30 and stirred for 2 hours. Additional chlorosulfonic 
acid (4 mL) was added and the react ioii proceeded at 
room temperature for 0,5 hour. The dark mixture 
was carefully poured over ice. The aqueous phase 
was decanted from the oily layer and was extracted 

35 with dichloromethane • The organic phase was 
combin d with the oily residue and poured into 
concentrated NH4OH. After 4 hours, the mixture was 
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diluted with dichloromethane, the layers separat d, 
and the dichloromethane phase washed with aq KHSO4 
solution, aq NaHCOs/ brine, filtered and 
concentrated in vacuo yielding an orange solid. 
5 This solid was triturated with dichloromethane and 
collected by vacuum filtration yielding 4-(2- 

methyl-4-phenyl-5-thiazolyl)ben2enesulfonamide as a 
tan solid (0.432 g, 33%): mp 212-214 **C. NMR 

ICDCI3 with CD3OD) 300 MHz 7.81 {d, J 8.66 Hz, 2 
10 H), 7.46-7.38 {m, 4 H) , 7.33-7.27 (m, 3 H) , 5.42 

(br s, <1/ partially exchanged), 2.76 (s, 3 H) . 
LRMS M+H obs at m/z 331. HRMS M+H CalCd m/z 
331.0575, obs M+H m/z 331.0561. 

15 BXOXaOexCAL SV^kliUiLTIOB? 

Rat Carrageenan Foot Pad Edema Test 

The carrageenan foot edema test was performed with 

20 materials, reagents and procedures essentially as 
described by Winter, et al., (Proc. Soc, Exp. Biol. 
Med., Ill, 544 (1962)). Male Sprague-Dawley rats were 
selected in each group so that the average boc^ weight 
was as close. as possible. Rats were fasted with free 

25 access to water for over sixteen hoxirs prior to the 

test. The rats were dosed orally (1 ml) with compo\inds 
suspended in vehicle containing 0.5% methylcellulose 
and 0.025% surfactant, or with vehicle alone. One hour 
later a subplantar injection of 0.1 ml of 1% solution 

30 of carrageenan/ sterile 0.9% saline was administered and 
the volume of the injected foot was measured with a 
displacement plethysmometer connected to a pressure 
transducer with a digital indicator. Three hours after 
the injection of the carrageenan, the volume of the 

35 foot was again measured. The average foot swelling in 
a group of drug-treated animals was compared with that 
of a group of placebo-treated animals and the 
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percentage inhibition of edema was determined 
(Otterness and Bliven, Laboratory Models for Testing 
NSAIDs, in Non-steroidal Ant i- Inflammatory Drugs, (J. 
Lombardino, ed. 1985)), The % inhibition shows the % 
5 decrease from control paw volume determined in this 
procedure and the data for selected compounds in this 
invention are summarized in Table I* 

Rat Carrageenan- induced Analgesia Test 

10 

The rat carrageenan analgesia test was performed 
with materials, reagents and procedures essentially as 
described by Hargreaves, et al., (Pain, 32, 77 
(1988)). Male Sprague-Dawley rats were treated as 

15 previously described for the Carrageenan Foot Pad 
Edema test. Three hours after the injection of the 
carrageenan, the rats were placed in a special 
plexiglass container with a transparent floor having a 
high intensity lamp as a radiant heat source, 

20 positionable under the floor* After an initial twenty 
minute period, thermal stimulation was begun on either 
the injected foot or on the contralateral uninjected 
foot. A photoelectric cell turned off the lamp and 
timer when light was interrupted by paw withdrawal. 

25 The time until the rat withdraws its foot was then 
measured. The withdrawal latency in seconds was 
determined for the control and drug-treated groups, 
and percent inhibition of the hyperalgesic foot 
withdrawal determined. Results are shown in Table I. 
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TABLE I. 



RAT PAW BDEMA ANALGESIA 

% Inhibition % inhibition 
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35 Evaluation of COX I and COX II activity in vitro 
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The compounds of this invention exhibited 
inhibition in vitro of COX II. The COX II inhibition 
activity of the compounds of this invention 
illustrated in the Examples was determined by the 
5 following methods. 

a. Prepar ation of T-P>rombinant: CQX baculoviruses 

Recombinant COX-1 and COX- 2 were prepared as 

10 described by Gierse et al, [J. Biochem. , 305, 479-84 
(1995)]. A 2.0 kb fragment containing the coding 
region of either human or murine COX-1 or human or 
murine COX-2 was cloned into a BamHl site of the 
baculovirus transfer vector pVL1393 (Invitrogen) to 

15 generate the baculovirus transfer vectors for COX-1 and 
COX-2 in a manner similar to the method of D.R. 
O'Reilly et al {Baculovirus Expression Vectors: A 
Laboratory Manual (1992)). Recombinant baculoviruses 
were isolated by transfecting 4 \ig of baculovirus 

20 transfer vector DNA into SF9 insect cells {2xl08) along 
with 200 ng of linearized baculovirus plasroid DNA by 
the calcium phosphate method. See M.D. Summers and G.E. 
Smith, A Manual of Methods for Baculovirus Vectors and 
Insect Cell Culture Procedures, Texas Agric, Exp. 

25 Station Bull. 1555 (1987), Recombinant viruses were 
purified by three rounds of plaque purification and 
high titer (10^ - 10^ pfu/ml) stocks of virus were 
prepared. For large scale production, SF9 insect cells 
were infected in 10 liter fermentors (0.5 x lO^/ml) 

30 with the recombinant baculovirus stock such that the 
multiplicity of infection was 0.1. After 72 hours the 
cells were centrifuged and the cell pellet homogenized 
in Tris/Sucrose (50- mM: 25%, pH 8.0) containing 1% 3- 
[ (3-cholamidopropyl) dimethylammonio] -1-propanesulf onate 

35 (CHAPS). The homogenate was centrifuged at 10,OOOxG 
for 30 minutes, and the r sultant supernatant was 
stored at -SO^C before being assayed for COX activity. 
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b. Assay for COX I and COX II activity: 



COX activity was assayed as PGE2 formed/jig 
5 protein/time using an ELISA to detect the 

prostaglandin released. CHAPS-solubilized insect cell 
membranes containing the appropriate COX enzyme were 
incubated in a potassixim phosphate buffer (50 mM, pH 
8.0) containing epinephrine, phenol, and heme with the 

10 addition of arachidonic acid (10 jaM) . Compounds were 
pre-incubated with the enzyme for 10-20 minutes prior 
to the addition of arachidonic acid. Any reaction 
between the arachidonic acid and the enzyme was 
stopped after ten minutes at SV^^C/room temperature by 

15 transferring 40 jil of reaction mix into 160 \l1 ELISA 
buffer cind 25 iM indomethacin. The PGE2 formed was 
measured by standard ELISA technology (Cayman 
Chemical) . Results are shown in Table II. 
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?^LS II. (c nt . ) 

Species CO^ I C0£ II 

lamyisMa (to) /hviioaajQ Obi) IP^fl. SaSfl.JlEa_ 
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^^XflS 12 • (coato) 



Specios COS X COS 11 

Tmp^^i^^ imUy^p^P^^^^kM £asfl.-4iKi SSsi-^^- 

5 Examples 
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Biological paradigms* for testing the cytokine- 
inhibiting activity of these compounds are found in 
WO95/13067, published 18 May 1995. 
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Also embraced within this invention is a class of 
pharmaceutical compositions comprising the active 
compounds of this combination therapy in association 
with one or more non-toxic, pharmaceutically-acceptable 
5 carriers and/or diluents and/or adjuvants (collectively 
referred to herein as "carrier" materials) and, if 
desired, other active ingredients. The active compounds 
of the present invention may be administered by any 
suitable route, preferably in the form of a 

10 pharmaceutical composition adapted to such a route, and 
in a dose effective for the treatment intended. The 
active compounds and composition may, for example, be 
administered orally, intravascular ly, intraperitoneal ly, 
subcutaneously, intramuscularly or topically. 

15 For oral administration, the pharmaceutical 

composition may be in the form of, for example, a tablet, 
capsule, suspension or liquid. The pharmaceutical 
composition is preferably made in the form of a dosage 
unit containing a particular amount of the active 

20 ingredient. Examples of such dosage units are tablets or 
capsules- The active ingredient may also be administered 
by injection as a composition wherein, for example, 
saline, dextrose or water may be used as a suitable 
carrier. 

25 The amount of therapeutically active compounds that 

are administered and the dosage regimen for treating a 
disease condition with the compounds and/or compositions 
of this invention depends on a variety of factors, 
including the age, weight, sex and medical condition of 

30 the subject, the severity of the disease, the route and 
frequency of administration, and the particular compound 
employed, and thus may vary widely. The pharmaceutical 
compositions may contain active ingredients in the range 
of about 0.1 to 2000 mg, preferably in the range of about 

35 0.5 to 500 mg and most preferably between about 1 and 100 
mg. A daily dose of about 0.01 to 100 mg/kg body weight, 
preferably between about 0.5 and about 20 mg/kg body 
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weight and most preferably between about 0.1 to 10 mg/kg 
body weight, may be appropriate. The daily dose can be 
administered in one to four doses per day. 

In the case of psoriasis and other skin conditions, 
5 it may be preferable to apply a topical preparation of 
compounds of this invention to the affected area two to 
four times a day. 

For inflammations of the eye or other external 
tissues, e.g., mouth and skin, the formulations are 

10 preferably applied as a topical ointment or cream, or as 
a suppository, containing the active ingredients in a 
total amount of, for example, 0.075 to 30% w/w, 
preferably 0.2 to 20% w/w and most preferably 0.4 to 15% 
w/w. When formulated in an ointment, the active 

15 ingredients may be employed with either paraffinic or a 
water-miscible ointment base. Alternatively, the active 
ingredients may be formulated in a cream with an oil- in- 
water cream base. If desired, the aqueous phase of the 
cream base may include, for example at least 30% w/w of a 

20 polyhydric alcohol such as propylene glycol, butane-1,3- 
diol, mannitol, sorbitol, glycerol, polyethylene glycol 
and mixtures thereof. The topical formulation may 
desirably include a compound which enhances absorption or 
penetration of the active ingredient through the skin or 

25 other affected areas. Examples of such dermal 

penetration enhancers include dimethylsulfoxide and 
related analogs. The compounds of this invention can 
also be administered by a transdermal device. Preferably 
topical administration will be accomplished using a patch 

30 either of the reservoir and porous membrane type or of a 
solid matrix variety. In either case, the active agent 
is delivered continuously from the reservoir or 
microcapsules through a membrane into the active agent 
permeable adhesive, which is in contact with the skin or 

35 mucosa of th recipient. If the activ agent is absorbed 
through the skin, a controlled and predetermined flow of 
the active agent is administered to the recipient. In 
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the case of microcapsules, the encapsulating agent may 
also function as the membrane. 

The oily phase of the emulsions of this invention 
may be constituted from known ingredients in a known 
5 manner. While the phase may comprise merely an 

emulsifier, it may comprise a mixture of at least one 
emulsifier with a fat or an oil or with both a fat and an 
oil. Preferably, a hydrophilic emulsifier is included 
together with a lipophilic emulsifier which acts as a 

10 stabilizer. It is also preferred to include both an oil 
and a fat. Together, the emulsif ier (s) with or without 
stabilizer (s) make-up the so-called emulsifying wax, and 
the wax together with the oil and fat make up the so- 
called emulsifying ointment base which forms the oily 

15 dispersed phase of the cream formulations. Emulsif iers 
and emulsion stabilizers suitable for use in the 
formulation of the present invention include Tween €0, 
Span 80, cetostearyl alcohol, myristyl alcohol, glyceryl 
monostearate, and sodium lauryl sulfate, among others. 

20 The choice of suitable oils or fats for the 

formulation is based on achieving the desired cosmetic 
properties, since the solubility of the active compound 
. in most oils likely to be used in pharmaceutical 
emulsion formulations is very low. Thus, the Cream 

25 should preferably be a non-greasy, non-staining and 
washable product with suitable consistency to avoid 
leakage from tubes or other containers. Straight or 
branched chain, mono- or dibasic alkyl esters such as 
di-isoadipate, isocetyl stearate, propylene glycol 

30 diester of coconut fatty acids, isopropyl myristate, 
decyl oleate, isopropyl palmitate, butyl stearate, 2- 
ethylhexyl palmitate or a blend of branched chain esters 
may be used. These may be used alone or in combination 
depending on the properties required. Alternatively, 

35 high melting point lipids such as white soft paraffin 
and/or liquid paraffin or other mineral oils can be 
used. 
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Formulations suitable for topical administration to 
the eye also include eye drops wherein the active 
ingredients are dissolved or suspended in suitable 
carrier, especially an aqueous solvent for the active 
5 ingredients. The antiinflammatory active ingredients are 
preferably present in such fomulations in a 
concentration of 0*5 to 20%, advantageously 0.5 to 10% 
and particularly about 1.5% w/w. 

For therapeutic purposes, the active compounds of 

10 this combination invention are ordinarily combined with 
one or more adjuvants appropriate to the indicated route 
of administration. If administered per os, the 
compounds may be admixed with lactose, sucrose, starch 
powder, cellulose esters of alkanoic acids, cellulose 

15 alkyl esters, talc, stearic acid, magnesium stearate, 
magnesium oxide, sodium and calcium salts of phosphoric 
and sulfuric acids, gelatin, acacia gum, sodium alginate, 
polyvinylpyrrolidone, and/or polyvinyl alcohol, and then 
tableted or encapsulated for convenient administration. 

20 Such capsules or tablets may contain a controlled-release 
formulation as may be provided in a dispersion of active 
compound in l^rdroxypropylmethyl cellulose. Formulations 
for parenteral administration may be in the form of 
aqueous or non-aqueous isotonic sterile injection 

25 solutions or suspensions. These solutions and 

suspensions may be prepared from sterile powders or 
granules having one or more of the carriers or diluents 
mentioned for use in the formulations for oral 
administration. The con5)ounds may be dissolved in water, 

30 polyethylene glycol, propylene glycol, ethanol, corn oil, 
cottonseed oil, peanut oil, sesame oil, benzyl alcohol, 
sodium chloride, and/or various buffers. Other adjuvants 
and modes of administration are well and widely known in 
the pharmaceutical art. 

35 Although this invention has been described with 

respect to specific embodiments, the d tails of these 
embodiments are not to be construed as limitations. 
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What is claimed is: 

1 . A compound of Formula I 



5 




wherein is selected from hydrido, halo, amino, 
alkoxy, cyano, nitro, hydro^Q^l, aminocarbonyl, acyl, 
alkylaminocarbony 1 , ary laminocarbony 1 , alkyl, alkenyl, 

10 alkynyl, haloalkyl, haloalkoxy, alkylamino, arylamino, 
aralkylamino, carboxyl, carboxyalkyl , alkoxycarbonyl , 
alkoxycarbony lalkyl , alkylaminoalkyl , 
heterocycloalkyl, aralkyl, hydroxyalkyl , alkoxyalkyl, 
cyanoalkyl, N-alkylsulf onylamino, 

15 heteroarylsulfonylalkyl , heteroarylsulfonylhaloalkyl, 
aryloxyalkyl, aralkylojq^alkyl , aryl and heterocyclo, 
where the aryl and heterocyclo radicals are optionally 
substituted at a stibstitutable position with one or 
more radicals selected from halo, alkyl, alkoxy, 

20 alkylthio, alkylsulf inyl, haloalkyl, haloalkoxy, 

carboxyalkyl , alkoxycarbonyl , aminocarbony 1 , amino , 
acyl and alkylamino; and 

wherein r2 and are independently selected from 
alkyl, alkenyl, aryl, cycloalkyl, cycloalkenyl and 

25 heterocyclic; wherein R^ and R^ are optionally 

substituted at a substitutable position with one or 
more radicals selected from halo, alkylthio, 
alkylsulf inyl, alkylsulf onyl, haloalkylsulfonyl, 
aminosulfonyl, alkyl, alkenyl, alkynyl, cyano, 

30 carboxyl, carboxyalkyl, alkoxycarbonyl, aminocarbonyl, 
acyl, N-alkylaminocarbonyl , N-arylaminocarbonyl, N,N" 
dialky laminocarbony 1 , N-alkyl -N-arylaminocarbonyl , 
haloalkyl, hydroxyl, alkoxy, alkoxyalkyl, 
hydroxyalkyl, haloalkoxy, amino, N-alkylamino, N,N- 

35 dialkylamino, heterocyclic and nitro; 
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provided one of and is aryl substituted 
with alkylsulfonyl, haloalkylsulfonyl or 
aminosulfonyl; further provided that R^ is not 4- 
fluorophenyl when R^ is methyl cind R^ is 4- 
5 methylsulfonylphenyl; further provided that R^ is not 
4-f luorophenyl when Rl is methyl and R^ is 4- 
aminosulfonylphenyl; further provided R^ and R^ are 
not phenyl substituted with a, ce-bis (methyl) methanol; 
and further provided that r2 is not 4- 
10 (methylsulfonyl) phenyl when R^ is a, a 
-bis < trif luoromethyl ) methanol ; 

or a pharmaceutically-acceptable salt thereof. 

2 . Compound of Claim 1 wherein Ri is selected 

15 from hydrido, halo, amino, lower alkoxy, cyano, nitro, 
hydroxyl/ aminocarbony 1 , acyl, lower 
alkylaminocarbonyl , pheny 1 aminocarbony 1, lower all^l, 
lower alkenyl, lower allcynyl, lower haloalkyl, lower 
haloalkoxy, lower alkylamino, phenylamino, lower 

20 aralkylamino, carboxyl, lower carboxyalkyl , lower 
alko^Q^carbonyl, lower alkoxycarbonylalkyl , lower 
alkylaminoalkyl , lower heterocycloalkyl, lower 
aralkyl, lower cyanoalkyl, lower N-alkylsulf onylamino, 
lower heteroarylsulfonylalkyl, lower 

25 heteroarylsulfonylhaloalkyl, lower aryloxyalkyl, lower 
aralkyloxyalkyl , aryl and heterocyclo, wherein the 
aryl and heterocyclo radicals are optionally 
substituted at a substitutable position with one or 
more radicals selected from halo, lower alkyl, lower 

30 alkoxy, lower alkylthio, lower alkylsulf inyl, lower 

haloalJcyl, lower haloalkoxy, lower carboxyalkyl, lower 
alkoxycarbonyl, aminocarbony 1 , amino, acyl and lower 
alkylamino; and wherein r2 and R^ are independently 
selected from lower alkyl, lower alkenyl, aryl, lower 

35 cycloalkyl, lower cycloalkenyl and heterocyclic; 
wherein r2 and R^ are optionally substituted at a 
substitutable position with one or more radicals 
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selected from halo, lower alkylthio, lower 
alkylsulf inyl, lower alkyl, lower alkenyl, lower 
alkynyl, cyano, carboxyl, lower carboxyalkyl , lower 
alkoxycarbonyl, aminocarbonyl, acyl, lower N- 
5 alkylaminocarbonyl, N-arylaminocarbonyl , lower N,N- 
dialkylaminocarbonyl, lower N-alkyl-N- 
arylaminocarbonyl, lower haloalkyl, hydroxyl, lower 
alkoxy, lower hydroxyalkyl, lower haloalko^Q^, amino, 
lower alkylamino, heterocyclic and nitro; or a 
10 phantiaceutically-acceptable salt thereof. 

3 . Compound of Claim 2 wherein is selected 
from fluoro, chloro, bromo, iodo, amino, methoxy, 
ethoxy, propoxy, buto5Q^, isopropoxy, tert-but03Q^, 

15 cyano, nitro, hydroxy, aminocarbony 1 , fonryl, acetyl, 
N-methylaminocarbonyl, N-phenylaminocarbonyl , N,N- 
dimethy laminocarbony 1 , N-methy 1 -N-phenylaminocarbonyl , 
methyl, ethyl, propyl, butyl, pentyl, isopropyl, 
isobutyl, tert-butyl, ethylenyl, propylenyl, butenyl, 

20 pentenyl, isopropylenyl, isobutylenyl, propargyl, 
f luoromethyl , dif luoromethyl , trif luoromethyl , 
chloromethy 1 , dichloromethyl , trichloromethyl , 
pentaf luoroethyl , heptaf luoropropyl , 
di f luorochloromethyl , dichlorof luoromethyl , 

25 dif luoroethyl, dif luoropropyl, dichloroethyl, 
dichloropropyl, N-methylamino, N-ethylamino, N- 
propylamino, N-butylamino, N-tert-butylamino, N- 
pentylamino, N-hexylamino, N,N-dimethylamino, 
carboxyl, N-benzylamino, 3 , 5-dichlorophenylamino, 3,5- 

3 0 dichlorophenoxymethyl , 3 -chlorophenoxymethyl , 
carboxymethyl , methoxycarbonylmethyl , 
ethoxycarbonylmethyl , methylaminomethyl , 
morpholinomethyl , pyrrolidinylmethyl , 
piperazinylmethyl, piperidinylmethy 1 , pyridylmethyl, 

35 thienylmethyl, benzyl, phenethyl, pheny Ipropy 1 , 
cyanomethyl, phenoxymethy 1 , benzy loxymethyl , 
methoxycarbonyl , ethoxycarbonyl , isopropoxycarbonyl , 
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tert -butoxycarbonyl , propoxycarbonyl , butoxycarbonyl , 
isobutoxycarbonyl , pentosQ^carbonyl , N- 
methylsulf onylamino/ (2-thienyl) sulfonylmethyl, (2- 
thienyl) sulfonylbromomethyl, phenyl optionally 
5 substituted at a substitutable position with one or 
more radicals selected from fluoro, chloro, bromo, 
methyl, ethyl, propyl, butyl, pentyl, isopropyl, 
isobutyl, tert -butyl, methoxy, ethoxy, propoxy, 
butoxy, isopropoxy, tert-butoxy, methylthio, 

10 methylsulf inyl, f luorometlyl, dif luoromethyl, 
trif luoromethyl , chloromethyl , dichloromethyl , 
trichloromethyl , pentaf luoroethyl , heptaf luoropropy 1 , 
dif luorochloromethyl , dichlorof luoromethyl , 
dif luoroethyl , dif luoropropy 1 , dichloroethyl , 

15 dichloropropyl, carboxymethyl , methoxycarbony 1 , 
ethoxycarbony 1 , aminocarbony 1 , amino , f ormy 1 , 
methylamino and dimethylamino, and heterocyclic 
selected from morpholino, pyrrolidinyl, piperazinyl, 
piperidinyl, pyridyl, thienyl, thiazolyl, oxazolyl, 

20 pyrimidinyl, pyrazinyl, quinolyl, isoquinolyl, 
imidazolyl, and benzimidazolyl, furyl, pyrrolyl, 
pyrazolyl and triazolyl, optionally substituted at a 
substitutable position with one or more radicals 
selected from fluoro, chloro, bromo, methyl, ethyl, 

25 propyl, butyl, pentyl, isopropyl, isobutyl, tert- 

butyl, methoxy I ethoxy, propoxy, butoxy, isopropoxy, 
tert-butoxy, methylthio, methylsulf inyl, f luoromethyl, 
dif luoromethyl , trif luoromethyl , chloromethyl , 
dichloromethyl , trichloromethyl , pentaf luoroethyl , 

3 0 heptaf luoropropy 1 , di f luorochloromethyl , 

dichlorof luoromethyl , dif luoroettyl , dif luoropropy 1 , 
dichloroethyl , dichloropropyl , carboxymethyl , 
methoxycarbony 1 , ethoxycarbony 1 , aminocarbony 1 , amino , 
formyl, methylamino and dimethylamino; and wherein 

35 and are independently selected from methyl, ethyl, 
propyl, butyl, pentyl, isopropyl, isobutyl, t rt- 
butyl, ethylenyl, propylenyl, butenyl, p ntenyl. 
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isopropylenyl, isobutylenyl, phenyl, naphthyl, 
biphenyl, pyridyl, thienyl, thiazolyl, oxazolyl, 
pyriinidinyl , pyrazinyl, quinolyl, isoquinolinyl, 
imidazolyl, benzimidazolyl, furyl, pyrrolyl, 
pyrazolyl, triazolyl, cyclopropyl, cyclobutyl, 
cyclopentyl , cyclohexy 1 , cyclopropenyl , cyclobuteny 1 , 
cyclopentenyl, cyclohexenyl, morpholino, pyrrolidinyl, 
piperazinyl and piperidinyl; wherein and are 
optionally substituted at a substitutable position 
with one or more radicals selected from fluoro, 
chloro, bromo, methylthio, methylsulf inyl, methyl, 
ethyl, propyl, butyl, pentyl, isopropyl, isobutyl, 
tert-butyl, ethylenyl, propylenyl, butenyl, pentenyl, 
isopropylenyl, isobutylenyl, propargyl, cyano, 
carboxyl, carboxymethyl , methoxycarbony 1 , 
etho5Qrcarbonyl , isopropoxycarbonyl , tert - 
butoxycarbonyl , propoxycarbonyl , butoxycarbony 1 , 
isobutoxycarbonyl , pentoxycarbonyl , aminocarbonyl , 
formyl, acetyl, N-methylaminocarbonyl, N- 
phenylaminocarbonyl , N, N-dimethylaminocarbonyl , N- 
methyl -N-phenylaminocarbonyl, f luoromethyl , 
dif luoromethyl , trif luoromethyl , chloromethyl , 
dichloromethyl, trichloromethyl, pentaf luoroethyl, 
heptaf luoropropyl , dif luorochloromethyl , 
dichlorof luoromethyl, dif luoroethyl, dif luoropropyl, 
dichloroethyl , dichloropropyl , hydrosvlr methoxy, 
ethoxy, propoxy, butoj^r, isopropoxy, tert-butoxy, 
hydroxymethyl , trif luoromethoxy, amino, N-methylamino, 
N,N-dimethylamino, pyridyl, furyl, pyrazinyl, 
pyrrolyl, pyrazolyl, morpholino, pyrrolidinyl, 
piperazinyl, piperidinyl, triazolyl and nitro; or a 
pharmaceutically-acceptable salt thereof. 

4. Conpound of Claim 3 selected from coitqpounds, 
and their pharmaceutically-acceptable salts or 
prodrugs, of the group consisting of 
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4- (4-f luorophenyl) -5- (4-methylsulfonylphenyl) -2- {4- 
pyridyl) thiazole; 

2- (2-chlorophenyl) -4- (4-chlorophenyl) -5- (4- 
methylsulfonylphenyl) thiazole; 
5 2- ( 3 -chl or o-4-f luorophenyl) -4- (4-f luorophenyl) -5- (4- 
methylsulfonylphenyl) thiazole; 

2- (2-chlorophenyl) -4- (4-f luorophenyl) -5- (4- 
methylsulfonylphenyl) thiazole; 

5- {4-f luorophenyl) -4- (4-methylsulfonylphenyl) -2- 
10 methyl thiazole; 

4- (4-fluorophenyl)-5-(4-methylsulfonylphenyl) -2- 

trifluoromethyl thiazole; 
4- (4-f luorophenyl) -5- (4-methylsulfonylphenyl) -2- (2- 

thieny 1 ) thiazole ; 
15 4- {4-f luorophenyl) -5" (4 -met hylsulfonylphenyl) -2- 

benzylazninothiazole ; 
4- (4-f luorophenyl) -5- (4-methylsulfonylphenyl) -2- (1- 

propylamino) thiazole; 
2- [ (3 , 5-dichlorophenoxy) methyl) -4- (4-f luorophenyl) -5- 
20 [4- (methylsulfonyl) phenyl] thiazole; 

2- ( 2-chlorophenyl) -4- ( 2 -f luorophenyl) -5-(4- 

methylsulfonylphenyl) thiazole; 
2- ( ( 3 -chlorophenoxy) methyl) -4- (4-f luorophenyl) -5- (4- 

methylsulf onylphenyl ) thiazole; 
25 4 - ( 4- f luorophenyl ) -5- [ 4- (methylsulfonyl ) phenyl ] -2 - ( 2 - 

methyl -4-thiazolyl ) thiazole ; 
4 - ( 4 - f luorophenyl ) -2 - [ ( 4 -methoxyphenojcy ) methyl ] - 5 - [ 4 - 

(methylsulfonyl) phenyl] thiazole; 
4- (4-f luorophenyl) -5- (4-methylsulfonylphenyl) -2- 
30 phenyl thiazole; 

4- (4-f luorophenyl) -2-n-he3^1amino-5- (4- 

methylsulf onylphenyl) thiazole; 
2-butylamino-4- (4-f luorophenyl) -5- (4- 

methylsulf onylphenyl ) thiazole; 
35 4- (4-f luorophenyl) -5- (4-^ethylsulfonylphenyl) -2- 

methylaminothiazole; 
4 - ( 4 - f luorophenyl ) -5 - ( 4 -m thy Isul f onylphenyl ) - 2 - ( 4 - 

metho5Q^henyl ) thiazole; 
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2-ethylaininO"4- (4-f luorophenyl) -5- (4- 

methylsulf onylphenyl) -thiazole; 
2-tert-butylamino-4- (4-f luorophenyl) -5- (4- 

methylsulf onylphenyl) thiazole; 
5 2- (3, S-dichlorophenylamino) -4- (4-f luorophenyl) -5- (4- 

methylsulf onylphenyl) thiazole; 
5- (4-f luorophenyl) -4- (4-inethylsulf onylphenyl) -2- 

trif luoromethylthiazole; and 
4- (4-f luorophenyl) -5- (4-methylsulfonylphenyl) -2- 
10 (2,3,4,5, 6 -pentaf luorophenyl ) thiazole . 



5 . A contpound of Formula II 
R^SOa 




15 

wherein is selected from alkyl and amino; 
wherein R^ is selected from aryl, cycloalkyl, 
cycloalkenyl and heterocyclic; wherein R^ is 
optionally substituted at a sxibsti tut able position 

20 with one or more radicals selected from halo, 
alkyl thio , alkylsulf inyl , alkylsulf onyl , 
haloalkylsulfonyl, aminosulfonyl, alkyl, alkenyl, 
alkynyl, cyano, carboxyl, carboxyalkyl , 
alkoxycarbonyl, aminocarbony 1 , acyl, N- 

25 allcylaminocarbonyl, N-arylaminocarbonyl , N,N- 

dialky laminocarbony 1 , N-alkyl -N-ary laminocarbony 1 , 
haloalkyl, hydroxyl, alkoxy, l^droxyalkyl, haloalkoxy, 
aminOi N-alkylamino, N,N-dialkylamino, heterocyclic 
and nitro; and 

30 wherein R^ is selected from halo, amino, alkojQr, 
nitro, hydroxy 1, aminocarbonyl , acyl, 
alkylaminocarbony 1 , ary laminocarbony 1 , alkenyl , 
alkynyl, haloalkoxy, aDcylamino, arylamino. 
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aralkylamino , alkoxycarbony lalkyl , alkylaminoalkyl # 
heterocycloalky 1 , aralkyl , cyanoalkyl , N- 
alkylsulfonylamino, heteroarylsulfony lalkyl, 
heteroarylsulf onylhaloalkyl , aryloxyalkyl , 
5 aralkyloxyalkyl, aryl and heterocyclo, wherein the 
aryl and heterocyclo radicals are optionally 
substituted at a substitutable position with one or 
more radicals selected from halo, alkyl, alkoxy, 
alkylthio, alkylsulf inyl, haloalkyl, haloalkoxy, 
10 carbojQ^alkyl , alkoxycarbony 1, aminocarbonyl, amino, 

acyl and alkylamino; or a pharmaceutically-acceptable 
salt thereof . 

6 . Compound of Claim 5 wherein is selected 

15 from lower alkyl and amino; wherein is selected 
from aryl, lower cycloalkyl, lower cycloalkenyl and 
heteroaryl; wherein R^ is optionally substituted at a 
substitutable position with one or more radicals 
selected from halo, lower alkylthio, lower 

20 alkylsulf inyl, lower alkylsulfonyl, lower 

haloalkylsulfonyl, aminosulfonyl, lower alkyl, lower 
alkenyl, lower alkynyl, cyano, carbo5cyl, lower 
carbo3Qralkyl , lower alko^o^carbonyl, aminocarbonyl , 
acyl, lower N-alkylaminocarbonyl, lower N- 

25 arylaminocarbonyl, lower N,N-dialkylaminocarbonyl, 
lower N-alkyl-N-arylaminocarbonyl, lower haloalkyl, 
hydro5^1, lower alkojQ^, lower hydroj^allQ^l, lower 
haloalk03Q^, amino, lower N-alkylamino, lower N,N- 
dialkylamino, heterocyclic and nitro; and wherein R^ 

30 is selected from halo, amino, lower alkoxy, nitro, 

hydroxyl , aminocarbonyl , acyl , lower , 

alkylaminocarbonyl, lower arylaminocarbonyl, lower 

alkenyl, lower alkynyl, lower haloalkoxy, lower 

« 

alkylamino, phenylamino, lower aralkylamino, lower 
35 alkoxycarbonylalkyl, lower alkylaminoalkyl, lower 
heterocycloalkyl, lower aralkyl, lower cyanoalkyl, 
lower N-alkylsulfonylamino, lower 
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heteroarylsulf onylalkyl , lower 

heteroarylsulfonylhaloalkyl, lower aryloxyalkyl, lower 
aralkyloxyalJQ^l , phenyl optionally substituted at a 
substitutable position with one or more radicals 
5 selected from halo, lower alJcyi, lower alkojQr, lower 
alkylthio, lower alkylsulf inyl, lower haloalkyl, lower 
haloalkoxy, lower carboxyalkyl , lower alkoxycarbony 1 , 
aminocarbonyl, amino, acyl and lower alkylamino, and 
heterocyclic optionally substituted at a substitutable 

10 position with one or more radicals selected from halo, 
lower alkyl, lower alkosQ^, lower alkylthio, lower 
alkylsulfinyl, lower haloalkyl, lower haloalkoxy, 
lower carboxyalkyl, lower alkoxycarbonyl, 
aminocarbonyl , amino, acyl and lower alkylamino; or a 

15 pharmaceutically-acceptable salt thereof, 

7 . A coirpound of Formula III 
r4S02 




III 



20 

wherein is selected from allQ^l and amino; 
wherein is selected from aryl, cycloalkyl, 
cycloalkenyl and heterocyclic; wherein R^ is 
optionally substituted at a substitutable position 

25 with one or more radicals selected from halo, 
alkylthio, alkylsulf inyl, alkylsulfonyl, 
haloalkylsulfonyl, aminosulfonyl , alkyl, alkenyl, 
alkynyl, cyano, carboxyl, carboxyalkyl, 
alkoxycarbonyl, aminocarbony 1 , acyl, N- 

30 alkylaminocarbonyl , N-arylaminocarbonyl , N,N" 

dialky laminocarbonyl , N-alkyl -N-arylaminocarbonyl , 
haloalkyl, hydroxy 1, alkoxy, hydrojQ^alkyl , haloalkoxy, 
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amino, N-alkylamino, N^N-dialkylainino, heterocyclic 
and nitro; and 

wherein r'' is selected from hydrido, alkyl, 
haloalkyl, cyano, hydroxyalkyl, alkoxyalkyl, carboxyl, 
5 carboxyalkyl , and alkoxycarbonyl ; 

provided that is not 4-f luorophenyl when r'^ is 
methyl; further provided R^ is not phenyl substituted 
with a, a -bis (methyl) methanol; and further provided 
that R* is not methyl when r'' is a, a 
10 -bis (trif luoromethyDmethanol; or a pharmaceutically- 
acceptable salt thereof, 

8, Conpoxand of Claim 7 wherein R^ is selected 
from lower alkyl and amino; wherein R^ is selected 

15 from aryl, lower cycloalkyl, lower cycloalkenyl and 
heteroaryl; wherein R^ is optionally substituted at a 
substitutable position with one or more radicals 
selected from halo, lower alkylthio, lower 
alkylsulfinyl, lower alkylsulfonyl, lower 

20 haloalkylsulfonyl, aminosulf onyl, lower alkyl, lower 
alkenyl, lower alkynyl, cyano, carboxyi, lower 
carboxyalkyl, lower alkoxycarbonyl, aminocarbony 1 , 
acyl, lower N-alkylaminocarbony 1 , lower N- 
arylaminocarbonyl , lower N,N-dialkylaminocarbonyl, 

25 lower N-alkyl-N-arylaminocarbonyl, lower haloalkyl, 
hydroxyl, lower alko3Qr, lower hydroxyalkyl , lower 
haloalkoxy, amino, lower N-alkylamino, lower N,N- 
dialkylamino, heterocyclic and nitro; and wherein R'^ 
is selected from hydrido, lower alkyl, lower 

30 haloalkyl, cyano, lower hydroxyalkyl, lower 

alkoxyalkyl, carboxyl, lower carbojQ^alkyl , and lower 
alkoxycarbonyl; or a pharmaceutically-acceptable salt 
thereof . 
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9 . A compoiind of Formula IV 
R^S02 




5 wherein is selected from hydrido, halo, amino, 

alkoxy, cyano, nitro, hydroj^l, aminocarbonyl , acyl, 
alkylaminocarbonyl, arylaminocarbonyl , alkyl, alkenyl, 
alkynyl, haloalkyl, haloalkoxy, alkylamino, arylamino, 
aralky lamino , carboxy 1 , carboxyalky 1 , alkoxycarbony 1 , 
10 alkoxycarbony lalkyl , alkylaminoalkyl, 

heterocycloalkyl, aralkyl, hydroxyalkyl, alkoxyalkyl, 
cyanoalkyl, N-alkylsulf onylamino, 

heteroarylsulf onylalkyl , heteroarylsulf onylhaloalkyl , 
aryloxyalkyl, aralkyloxyalkyl, aryl and heterocyclo, 

15 wherein the aryl and heterocyclo radicals are 

optionally substituted at a substitutable position 
with one or more radicals selected from halo, alkyl, 
alkoxy, alkylthio, alkylsulf inyl, haloalkyl, 
haloalkoxy , carboxyalkyl , alkoxycarbony 1 , 

20 aminocarbony 1 , amino, acyl and alkylamino; 

wherein is selected from alkyl and amino; and 
wherein R® is heterocyclic; wherein is 
optionally substituted at a substitutable position 
with one or more radicals selected from halo, 

25 alkylthio, alkylsulf inyl, alkyl, alkenyl, alkynyl, 
cyano, carbojQ^l, carboxyalkyl, alkoxycarbony 1, 
aminocarbony 1 , acyl, N-alkylaminocarbonyl , N- 
arylaminocarbonyl, N,N"dialkylaminocarbonyl, N-alkyl- 
N-arylaminocarbonyl , haloalkyl, Irydroxyl, alkoxy, 

30 hydroxyalkyl, haloalkoxy, amino, N-alkylamino, N,N- 
dialky lamino, and nitro; 

or a pharmaceutically-acceptable salt thereof. 
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10. Confound of Claim 9 wherein is selected 
from hydrido, halo, amino, lower alkoxy, cyano, nitro, 
hydroxyl, aminocarbony 1 , acyl, lower 
alkylaminocarbony 1 , phenylaminocarbonyl , lower alkyl , 
5 lower alkenyl, lower alkynyl, lower haloalkyl, lower 
haloalkoxy, lower alkylamino, phenylamino, lower 
aralkylamino, carbojQ^l, lower carbojQ^alkyl, lower 
alkoxycarbonyl, lower alkoxycarbonylalkyl, lower 
alkylaminoalkyl, lower heterocycloalkyl, lower 
10 aralkyl, lower hydroxyalkyl , lower alkoxyalkyl, lower 
cyanoalkyl, lower N-alkylsulf onylamino, lower 
het eroarylsul f onylalkyl , lower 

heteroarylsulf onylhaloalkyl, lower aryloxyalkyl , 
aralkyloxyalkyl, aryl optionally substituted at a 

15 substitutable position with one or more radicals 

selected from halo, lower alkyl, lower alko^, lower 
alkylthio, lower alkylsulf inyl, lower haloalkyl, lower 
haloalkoxy, lower carbosQralkyl , lower alk05Q^carbony 1 , 
aminocarbonyl , amino, acyl and lower alky lamino, and 

20 heterocyclic optionally substituted at a substitutable 
position with one or more radicals selected from halo, 
lower alkyl, lower alkoxy, lower alkylthio, lower 
alkylsulf inyl, lower haloalkyl, lower haloalkojQ^, 
lower carboxyalkyl , lower alkoxycarbonyl , 

25 aminocarbonyl, amino, acyl and lower alky lamino; 

wherein is selected from lower alkyl and amino; and 
wherein R® is nitrogen- containing heteroaryl 
optionally substituted at a s\ibstitutable position 
with one or more substituents independently selected 

30 from halo, alkyl, alkOTQ^, alkylthio, amino and 

alkylamino; or a pharmaceutically-acceptable salt 
thereof . 

• 11, Compound of Claim 10 wherein R^ is selected 
35 from hydrido, methyl, ethyl, propyl, butyl, pentyl, 
isopropyl, isobutyl, tert -butyl, f luoromethyl, 
dif luoromethyl , trif luoromethyl , chloromethyl , 
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dichloromethyl, trichloromethyl , pentaf luoroethyl, 
heptaf luoropropyl , dif luorochloromethyl , 
dichlorofluoromethyl, dif luoroethyl, dif luoropropyl, 
dichloroethyl , dichloropropyl , cyanomethyl , 
5 cyanoethyl, cyanopropyl, methylamino, ethylamino, 

propylamino, butylamino, tert-butylamino, pentylamino, 
hexy lamino , phenethy 1 , pheny Ipropy 1 , benzyl , 
phenylamino , thienylsulf onylmethyl , 
thienylsulf onylbromomethyl, benzy lamino, 

10 phenojcymethy 1 , 3, 5-dichlorophenylamino, 3,5- 
dichlorophenoxymethyl , 3 -chlorophenosQ^ethyl , 
methoxycarbony 1 , ethoxycarbonyl , isopropoxycarbonyl , 
tert -butoxycarbony 1 , propoxycarbonyl , butoxycarbonyl , 
isobutoxycarbonyl, pentoxycarbonyl , phenyl optionally 

15 substituted at a substitutable position with one or 
more radicals selected from fluoro, chloro, bromo, 
methoxy, ethoxy, propojQ^, butoxy, isopropoxy and tert- 
butoxy, and a heterocyclic radical selected from 
thienyl, pyridyl, furyl, oxazolyl, pyrimidinyl, 

20 pyrazinyl, guinolyl, isoquinolinyl, imidazolyl, 
thiazolyl, pyrrolyl, pyrazolyl and triazolyl, 
optionally substituted at a sxibsti tut able position 
with one or more radicals selected from fluoro, 
chloro, bromo, methyl, ethyl, propyl, butyl, pentyl, 

25 isopropyl, isobutyl and tert -butyl; wherein is 
methyl or amino; and wherein is selected from 
pyridyl, thienyl, thiazolyl, oxazolyl, pyrimidinyl, 
pyrazinyl, quinolyl, isoguinolinyl, imidazolyl, and 
benzimidazolyl, wherein R^ is optionally substituted 

30 at a substitutable position with one or more 

substituents independently selected from fluoro, 
chloro, bromo, methyl, ethyl, isopropyl, tert -butyl, 
isobutyl, methoxy, ethoxy, isopropoxy, tert-butoxy, 
propoxy, butoxy, isobutoscy, pentoxy, methylthio, 

35 amino, N-methy lamino and N,N-dimethy lamino; or a 
pharmaceutically-acceptable salt thereof. 
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12. A pharmaceutical coirposition coinprising a 
therapeutically-eff active amount of a compound, said 
compound selected from a family of compounds of Claim 
1; or a pharmaceutically-acceptable salt thereof, 

5 

13. A pharmaceutical composition comprising a 
therapeutically-ef fective amount of a compound, said 
compound selected from a family of compounds of Claim 
2; or a pharmaceutically-acceptable salt thereof. 

10 

14. A pharmaceutical composition comprising a 
therapeutically-ef f ective amount of a compoxind, said 
compound selected from a family of compounds of Claim 
3; or a pharmaceutically-acceptable salt thereof. 

15 

15. A pharmaceutical composition coirprising a 
therapeutically-ef f ective amount of a compound, said 
compound selected from a family of compounds of Claim 
4; or a pharmaceutically-acceptable salt thereof. 

20 

16. A pharmaceutical composition comprising a 
therapeutically-ef f ective sonount of a conpound, said 
compound selected from a family of confounds of Claim 
5; or a pharmaceutically-acceptable salt thereof. 

25 

17. A pharmaceutical composition comprising a 
therapeutically-ef f ective amount of a compound, said 
compound selected from a feunily of compounds of Claim 
6; or a pharmaceutically-acceptable salt thereof, 

30 

18. A pharmaceutical composition conprising a 
therapeutically-ef fective amount of a confound, said 
compound selected from a family of compounds of Claim 
7; or a pharmaceutically-acceptable salt thereof. 



19. A pharmaceutical conposition comprising a 
therapeutically-ef fective amount of a compound, said 
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compound selected from a family of compounds of Claim 
8; or a pharmaceutically-acceptable salt thereof • 

20. A pharmaceutical composition comprising a 

5 therapeutically-ef fective amount of a compound, said 
compound selected from a family of conpounds of Claim 
9; or a pharmaceutically-acceptable salt thereof. 

21. A pharmaceutical composition comprising a 
10 therapeutically-ef fective amount of a confound, said 

conpound selected from a family of compounds of Claim 
10; or a pharmaceutically-acceptable salt thereof. 

22 • A pharmaceutical coinposition comprising a 
15 therapeutically-ef fective amount of a corr^oxind, said 
compound selected from a family of compounds of Claim 
11; or a pharmaceutically-acceptable salt thereof. 

23. A method of treating inflammation or an 

20 inflammation-associated disorder in a subject, said 
method comprising administering to the subject having 
or susceptible to said disorder, a therapeutically- 
ef fective amount of a conpound of Claim 1; or a 
pharmaceutically-acceptable salt thereof. 

25 

24. A method of treating inflammation or an 
inflammation-associated disorder in a subject, said 
method comprising administering to the subject having 
or susceptible to said disorder, a therapeutically- 

30 effective amount of a compound of Claim 2; or a 
pharmaceutically-acceptable salt thereof. 

25. A method of treating inflammation or an 
inflammation-associated disorder in a subject, said 

35 method comprising administering to the subject having 
or susceptible to said disorder, a therapeutically- 
ef fectiv amount of a compound of Claim 3; or a 
pharmaceutically-acceptable salt thereof. 
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26. A method of treating inflammation or an 
inflammation-associated disorder in a subject, said 
method comprising administering to the subject having 

5 or susceptible to said disorder, a therapeutically- 
effective amount of a compound of Claim 4; or a 
pharmaceutically-acceptable salt thereof. 

27. A method of treating inflammation or an 
inflammation-associated disorder in a subject, said 
method conprising administering to the stabject having 
or susceptible to said disorder, a therapeutically- 
effective amount of a compound of Claim 5; or a 
pharmaceutically-acceptable salt thereof. 

28. A method of treating inflammation or an 
inflammation-associated disorder in a subject, said 
method comprising administering to the subject having 
or susceptible to said disorder, a therapeutically- 
effective amount of a conqppxind of Claim 6; or a 
pharmaceutically-acceptable salt thereof. 

29. A method of treating inflammation or an 
inflammation-associated disorder in a subject, said 

25 method comprising administering to the subject having 
or susceptible to said disorder, a therapeutically- 
effective amount of a compound of Claim 7; or a 
pharmaceutically-acceptable salt thereof. 

30 30. A method of treating inflammation or an 

inflammation-associated disorder in a subject, said 
method comprising administering to the subject having 
or susceptible to said disorder, a therapeutically- 
effective amount of a compound of Claim 8; or a 

35 pharmaceutically-acceptable salt thereof. 



10 



15 



20 



31. A method of treating inflammation or an 
inflammation-associated disorder in a subject, said 
method comprising administering to the subject having 
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or susceptible to said disorder, a therapeutically- 
effective amount of a conipound of Claim 9; or a 
pharmaceutically-acceptable salt thereof. 

5 32. A method of treating inflammation or an 

inflammation-associated disorder in a subject, said 
method comprising administering to the subject having 
or susceptible to said disorder, a therapeutically- 
effective amount of a coitpound of Claim 10; or a 
10 pharmaceutically-acceptable salt thereof. 

33. A method of treating inflammation or an 
inflammation-associated disorder in a subject, said 
method comprising administering to the subject having 

15 or susceptible to said disorder, a therapeutically- 
effective amount of a compound of Claim 11; or a 
pharmaceutically-acceptable salt thereof. 

34. The method of Claim 23 for use in treatment 
20 of inflammation. 

35. The method of Claim 23 for use in treatment 
of an inflammation-associated disorder. 

25 36.' The method of Claim 35 wherein the 

inflammation-associated disorder is arthritis. 

37. The method of Claim 35 wherein the 
inflammation-associated disorder is pain. 

30 

38. The method of Claim 35 wherein the 
inflammation-associated disorder is fever. 
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